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MUHUCTEPCTBO 3/IPABOOXPAHEHMS POCCHTCKGR ab JENAT AN i
- Mi- 604978 - 070818
MHCTPYKIMUS COTBACOBAHO

10 MEJIMIIMHCKOMY HPUMEHEHHUIO JIEKAPCTBEHHOTO ITPEITAPATA

JdapynaBup

Perncrpannonnoe y10cropepenne:
Toprosoe nanmenosanue: Jlapynasup
Mexaynapoasoe HenarenToBannoe Haumenosaune (MHH): napyuasup

Jlekaperennas dopma: 1abieTKu, HOKPLITHIC IICHOUHOI 060/104KOH

Cocran

Kasias TabneTka, NOKpbITas MICHOYHOI 000/104KOIi, COACPKUT:

Heiemeyiowgee sewygecmeo: napynasup — 300 mr, 400 mr, 600 mr, 800 mr

Benosvocamensnbie  6ewgecmea:  NEINON033  MHKPOKPHCTA/UTMYECKAs, KPEMHMS  JIHOKCHIL
KOJUTOHIHBIH, KPOCHOBH/IOH, KapOOKCHMETHAKpaxMal Hatpus, noiucopbar 80, narpus creaphi
(pymapar

[lrenounan oborouxa:

Onazpait 1T 85F48105 (Gebiit) [1101MBUHHAOBBII CIHPT, MAKPOTOJ1, TAJIBK, THTAHA IHOKCH]
Onanpaii 1 85F93377 (opamskeBblif) [0HBHHHIIOBBI CIUPT, THTAHA IMOKCH, MAKPOTOJL. TAJILK,
AIIOMHHHEBRIH JIaK HA OCHOBE KpacuTeNs COIHEUHOro 3akara xeiatoro (E110))

Onagtpait 11 85F 13962 (opanskeBsiit) [1HOAMBHHIIOBBIHA CIMPT, MAKPOTOJL, THTAHA JAMOKCHL, TA/IBK,
AIIOMHHHEBbIH J1aK Ha OCHOBE KPAaCHTEIA COIHEUHOT0 3aKkara xeiaroro (E110)]

Onazpaii 11 85F150004 (Temuo-KpacHbiit) [MOAMBHHUIOBKIN CIUPT, MAKPOTOJI, KPacHTEb *elesa

OKCHJI KPACHBbIH, TaJIbK, THTAHA JIMOKCH/1 |

Onucanne

Hast dosuposku 300 m2: TabneTku Kpyribie, ABOAKOBBINYKIbIE, TOKPBITHIC IICHOUHON 000109K0i
Oenoro wan nourn 6enoro usera. Sapo tabierkn 6en0ro Wi noyru 6e10ro uBeTa.

s 0ozupoeku 400 me: TabneTKn KPyrible, ABOAKOBBITYKIIBIC, OKPITBIC IICHOYHOI 060104K0i
CBETI0-OPAHIKEBOTO 1IBETA, HA MONIEPEYHOM Pa3pese BUIHLL JBa c10s. Spo TabneTku Georo wim
IOYTH 6eJI0r0 UBETA.

A oozuposku 600 me: TabneTKM OBajbHbIC, ABOSKOBBIIYK/IbIC, MOKPBITBIE [LICHOYHO

000/104KO#i OPAHAKECBOIO LBETA, HA HONEPEYHOM PA3pese BUAHBI ABa ¢j10s. Sapo TabieTku Georo



HJIH IHOYTH 6(2}!0["() 1BeTa.
Jls dozupoeku 800 m2: TabneTku OBIBHBIC, BOSKOBLITYKIBIC, [IOKPBITBIE  ILICHOHMHOI
000/104KOH  KpPacHO-KOPHYHEBOIO LBETA, HA MOMEPEedHOM pazpese BHAHLI ABa ciod. Slapo

Tabnerku Oenoro WM nouTH HEJI0ro 1BeTA.

PapmakoTepanesTuveckas rpynna: nporusosupycioe (BUY) cpeactso

Koa ATX: JOSAEILQ

DapmMakoJIorHIecKne cBoilcTBa

Dapmaroounamura

Mexanuzy oeticmeus

JlapynaBup sBiseTcs MHrUOMTOPOM JMMEPH3AUMHM M KATAIMTHYCCKON AKTHBHOCTH 1poTeassl
BHpYyca  MMMyHOJeQuuMTa ueioseka l-ro  tuna (BHUY-1), cpoactBo Kk nporease
BUY (Kp) = 4,5-107'"2 M. Tlpenapar H30UpATENLHO HHIHOHPYET paclienienue NoJIHIPOTEHHOB
Gag-Pol BUY B uuQUUMpOBAHHBIX BHpYCAMM KIeTKax, MpeOTBpaIas oOpasoBanuc
MOJIHOLEHHBIX BHPYCHBIX YacTHIL.

Ipomusosupycnas axmusiocme in vitro

JlapynaBip nposBiseT akTHBHOCTH NPOTHB J1abOPATOPHBIX MITAMMOB W KIMHHYECKHX H30JISTOB
BHY-1, a takke nporus naboparopusix mramvos BUU-2 B mnmsx OCTPOHH(HUHPOBAHHBIX
T-1iM(pouHTOB,  MOHOHYKJEapHBIX — KieTKaXx  nepedepHucckoil  KpoBM  ucloBeka M
MOHOUHTAX/Makpodarax yenoseka, ¢ MeAHaHoi 3nauenus 50 % >¢pdexnsHOi KOHLEHTpauun
(ECs0) or 1.2 10 8,5 mmoas/n (0,7-5,0 wur/mu). Jlapynasup nposBISCT [IPOTHBOBHPYCHYIO
AKTHBHOCTH IN VItro 1o OTHOMICHHIO K HIHPOKOMY CHEKTPY NepBHYHBIX W30aaToB BUU-1 IpyIHIBI
M (A, B, C, D, E, F, G) u rpyinst O ¢ ECso o1 <0,1 10 4.3 HMOIB/1.

Jru 3nadenns ECso HAMHOTO Huke IHANa30Ha KOHLICHTPAUMH, BBI3BIBAIOLIMX TOKCHYHOCTH B
50 % xaerox (ot 87 o >100 Mmrmob/n),

Pezucmennnocme

CeneKuns peIMCTEHTHBIX K AapyHasupy Bupyco u BHY-1 «amkoro THma» in vitro Gbuta
anuTenbHol (6osee 3 ner). Tloyyenubie BUPYCHI He MOTIIH PACTH B HPHCYTCTBHH KOHLEHTPALMIl
Aapynasnpa Beitie 400 Hmoab/1. Bupychl, oToOpanHbie B 5THX YCIOBHSX H JAEMOHCTPHPYIOLINE
CHHKCHHYIO BOCOPHHMYHBOCTL K JapyHasupy (B 23-50 pa3), cojepxain 2-4 aMHHOKMCIOTHBIX
3aMEHBI B rene npoteasbl. CHHKCHHAN BOCIPHUMYHBOCTD K /IapyHABUPY B BO3HHKAIOLMX NPH
CCJICKIIHH BHpYCAaXx B JIAHHOM DJKCHOCPHMEHTEC HE MOXKET ObITh OOBACHEHA MOSBICHHEM ITHX

M}"Tﬁuﬂfi FeHa nmpoTeashbl.




[To nanubIM KIHHAYCCKHX HCC/ICA0BAHUI ¥ NAIMEHTOB, PAHEE N0/1YUABLIHX aHTHPETPOBHPYCHYIO
Tepanuio, BUpycosoruyeckuil orser Ha npenapar Jlapynasup B KoMOHHAIMH ¢ PHTOHABHPOM B
HHM3KOH J103¢ CHHIKAJICA, KOIJIa B Ha4ale MCCICAOBAHHS MPHCYTCTBOBAMM WIH B XOJ€ JICHECHUS
pasBuBarch 3 M OoJice MyTalMH, CBA3aHHBIX C PEIUCTEHTHOCTRIO K AapyHasupy (V111 V321,
L33F, 147V, 150V, 154L wau M, T74P, L76V, 184V u L89V).

Kparnocts nosbiicaus ECso napynasupa no cpasHeHuio ¢ uexojanoi (FC) Obuia cBsizana co
CHMKCHHEM BHPYCONOrHYECKOro oTBeTa. bbuin onpejencnpl BEpXHUA W HHAKHHI KIMHHYECKHE
nopord B 10 u 40 pa3. M3onsrer ¢ uexosuoii FC <10 pas soctupuumuussr, wionsts ¢ FC > 10 jo
40 pa3 001a1a/IH CHHKEHHOH BOCTIPHUMYHBOCTBIO; H30JAThI ¢ FC > 40 ObInH pe3HCTCHTHBIMM.
Bupychbl, H30aMpoBaHHBIC Y NAUHEHTOR, MOJYHABIIMX [perapatr apyHaBUp/pHTOHABHP 10
600/100 Mr 2 pasza B CYTKH, ¥ KOTOPBIX Pa3BHJIACH BUPYCOJIOTHYECKAs HEY/la4a B BHJIE PELM/IHMBA,
W KoTopble OBUIM BOCHPHHMYMBEI K THIPAHABUPY B HA4Y@le HCCICIOBaHHsA, OCTAINCH
BOCHPHHMYHBBIMH K THIIPAHABHPY [0CE JICHEHHS B NOJABIAOMEM GOJBIIMHCTBE CIVYACB.
HanbGonee Hu3kas uacToTa pasBUTHA PE3UCTECHTHOCTH Habmojasach y NAIMEHTOB, paHee HE
NOMYHABUIMX JICYEHHS CPE/ICTBAMH AHTHPETPOBUPYCHOM TepanuM, KOTOpbIE BIECPBBIC HAYAIM
1oJy4arh JapyHaBup B KOMOHHALMH C JIPYTHMH [1PENapaTaMu aHTHPETPOBHPYCHOI TepariHu,
Hepcxpecmnw? pezucmenmiocms

FC napynasupa 6buta menee 10 jus 90 % u3 3, 309 KAMHMYECKHX H30JATOB, PE3HCTEHTHBIX K
AMIIPDCHABHPY,  aTd3aHaBHpy, HHIAMHABHPY. JIONMHABUpY, HeadHHABHPY, PHTOHABHPY,
CAKBHHABHPY W/MJIM THIPAHABHPY, YTO YKa3biBAaeT, YTO BHUPYCHI, YCTOHYMBBLIE K 0OILLUIMHCTBY
HHIHOHTOPOB IPOTEA3BI, OCTAIOTCH BOCTIPUHMUYHBLIMH K JIAPYHABHPY.

DapmakokuHemura

DapMakOKHHETHYECKUE CBOHCTBA 1apyHaBHPa, MPHMCHABLICIOCS B KOMOWHAIIMH ¢ PUTOHARHPOM.
H3y4QIM Y 310poBbIX aoOposoibies H Y BHY-unduuuporanneix namuentos. Konuenrpaunu
JlapyHasupa B uiasme ObUIM BbIIE y nauuentoB, uupuuuposanusix BUY-1, yem y 310poBoix
mojieil. ITo payiuuMe MOKHO 00BACHHTH G0JIee BLICOKMMH KOHUEHTPAIMAMH aib(a-1-Kuenoro
[JMKOIpOTEHHA Yy naunedtos, uubuumposanubix BHY-1, 4to npuBoaut K yBeIHYCHMIO
KOJIMHYECTBA JIAPYHABHPA, CBA3AHHOTO ¢ aibha-|-KHeIpIM rimKonporeriom miasmel. Jlapynasup
MeTaboau3upyeTcs B ocHOBHOM H3opepmentom CYP3A4. Purtonasup unrubupyer uzodepment
CYP3A4 n TeM caMbIM CYHICCTBEHHO MOBBLINACT KOHLUCHTPALKIO JapYHABMPA B [1/1a3Me.
BeacbiBanne

Tlociie npuema BHYTPbL JapyHaBHp OBICTPO BCACBIBACTCH B IKEIYAOYHO-KHLICYHOM TPAKTE.
MakcHMaibHas KoHueHTpalus japyHaBupa B miasMe (Cma) B NPHCYTCTBHM HH3KOH J103bI

puToHasMpa jaocturaerca depes 2.5 - 4.0 u. AGcomorHas OGHOJAOCTYNHOCTL OAHOH JI03bI




Aapynasupa (600 Mr) npu nipueMe BHYTpPb COCTaBIIA OKOJIO 37 % M yBeMUMIACh IPHMEPHO /10
82 % B npucyreTsud putonasupa (100 Mr Ba pasa B cytkn). Obiuee BIHAHHE PHTOHABHPA HA
OMOJIOCTYIIHOCTD JIapyHABHPA COCTOSIO NPUMEPHO B 14-KpaTHOM YBEIHHEHHH KOHUCHTPALMH
JapyHaBHpa B IUIA3ME Nocsie OHOrO npuema sayTph 600 Mr jgapyHasupa B KoMOHHALHM
puronasupom (100 mr Ba pasza B cyTKn).

[lpu npueme matomak oTHOCHTENbLHAs GHOJOCTYIHOCTh JAPYHABHPA B MPHCYTCTBHH HU3KO!
n03bl puTOHaBHpa Obita Ha 30 % HMKe, 4eM NPH npueMe Bo Bpems bl CIIC0BaTENbHO,
npenapar JlapyHaBup HaZ0 NPHHUMATH BMECTE ¢ PHTOHABHPOM BO BPeMs /bl Xapaktep MHIIH
HE BIHSI HA KOHUCHTPALMH JlapyHABHpPA B [J1a3ME,

Pacnpeaenenue

Oxono 95 % napynasupa cBasbiBactcs ¢ OEIKaMH [U1a3Mbl, TPSHMYIIECTBEHHO C anba-1-
KHCJIbIM [JTHKOIIPOTCHHOM.

Merabonusm

B skcniepumentax in vitro Ha MHKpPOCOMAx IEHEHH YeloBeKa ObLIO MOKA3aHO, 4TO JApYHaBHD
nojsepraercs IPEHMYUICCTBEHHO OKHCIHTEIILHOMY Merabosmimy. Jlapynasup
METabOIM3HPYETCS  MPEHMYILCCTBEHHO B IEYCHH  CHCTEMOil uuroxpoma  P450, nouru
HeKmounTeNILHO H3o(gepmentom CYP3A4. Heenenosanne, B KOTOPOM 310poBble 106POBOILLbI
npusnmaiy *C-papynasup, nokasano, 4to 6oblas uacTh PaZHOAKTHBHOCTH B IUIA3ME HOCIE
oanoro upuema 400 mr gapysasupa w100 mr putonasmpa NPHXOAHIACL HA  JI0MIO
HCH3MCHCHHOTO  JlapyHaBHpa. VY u4esloBeKa HACHTHOUUMPOBAHO MO  MEHBLIEH mepe
3 OKHCIMTENBHBIX MeTaboHTa AapyHaBHpPa; aKTHBHOCTB BCEX THX METaGOIHTOB B OTHOLICHHH
amkoro Tuna BUY cocrasnsiia menee 1/10 ot akTHBHOCTH camoro J@pyHasupa.

Beipeaenue

Hocne oanokparnoro npuema 400 mr "C-napysasupa u 100 mr putoHasupa okono 79,5 % u
13,9 % paanoakTHBHOCTH OOHAPYKMBAIOCH B Kale M MOYe cOOTBETCTBeHHO. Ha JIOIM0
HEU3MEHCHHOTO JlapyHaBHpa npuiiock okoao 41.2 % u 7,7 % paanoakTHBHOCTH B KAJI¢ H MOYE
COOTBETCTBEHHO. KoHeunblil mepros1 no/yBLIBEACHHS AapyHaBHpPA COCTABHI OKOJIO 15 1pH ero
npuemMe B KOMOHHALMK ¢ pruToHasupoM. KiIHpeHe 1apynaBHpa nocie BHYTPHBEHHOTO BBEICHHS
150 mr cocrasun 32,8 1/u (Ge3 puronasupa) u 5,91 1/u B NPHCYTCTBHN HU3KOIl 210361 pUTOHABHpA.
Ocolsie rpynnsl nauHeHToR

Jemu

DapMakoKHHETHKA IapyHaBHPa B KOMOMHALMH C PUTOHABHPOM Obiiia u3ydena y 74 nerei, panee
[OJIy4aBUIHX Jleyenune, B Bospacte o1 6 10 17 set, ¢ maccoit Tena ne menee 20 kr. YeranosiaeHo,

YTO ¥ TAKHX Aerei HpH IIPHMEHCHHUH J103bI, lfO}l()GpilHHOﬁ B 3dBHCHMOCTH OT MAaccChl Teja,




napaMerpbl ApMAKOKMHETHKH CPABHHMEI C TAKOBBIMM YV B3POCIABIX NAIMCHTOR, NOIYUYAIOIHX
koMOnuanuio fapynasup/puronasup 600 mr/100 mr 2 pasza B cyTka.

DapMaKOKHHETHKA JapyHaBHPa B KOMOHHALIMK C PHTOHABHPOM Oblia u3yvcHa v 14 acreil, panee
NOJIYHABIINX JIeueHne, B Bospacte o1 3 10 0 ner, ¢ maccoii tena ot 15 10 20 kr. Yceranosieno,
HTO Y TAKMX JIeTeil 1pH NPUMCHEHHN JI03bl, NI000PaHHON B 3aBUCHMOCTH OT MAcChl Telid,
fapamMeTpsl (papMaKOKMHETHKH CPABHUMBI ¢ TAKOBBLIMH Y B3POCIHBIX NALMEHTOB, HO1YYAOMIHX
komMOnHanuio fapynasup/puronasup 600 mr/100 mr 2 pasza B cyTkH.

DapMakoKMHETHKA JapyHaBHpa B KOMOMHALMK ¢ PHTOHABHPOM NPH npUMeHenun | pas 8 cyTkH
H3ydatach y 12 1€TCH, paHee HE NOJYHABUIMX JICYEHHE TIPEerapataMu aHTHPETPOBHPYCHOI
Tepanuu, B Bospacte or 12 g0 18 jer u maccoii tena ve menee 40 kr. Ilpu npueme y nux
komOunamuu aapynasup/purtonasup 800 mi/100 mr 1 pa3 B CyTKH, KOHUCHTPALMA JapyHABHPA B
wiaiMe  Opl1a  COMOCTABHMA C©  TAKOBOH Y  BIPOCHBIX, NPHHHMABLUINX  KOMOMHALMIO
Aapynasup/putonasup 800 mr/100 mr 1 pa3 B cyTki. Takum obpaszom, oHa 1 Ta ke J103HPOBKa,
npuMeHsemas | pas B CyTKH, MOKeT ObITH HCIONL30BAHA Y MOAPOCTKOB, paHee 10JyUABIINX
neyenne B Bospacte o1 12 g0 18 ser ¢ maccoii Tena He Menee 40 Kr, Ge3 MyTalmil, CBABAHHBIX ¢
pesncTeHTHOCTBIO K jgapynasupy (VI V321, L33F, 147V, 150V, 154M, 1541, T74P, L76V,
184V u L89V), yposuem PHK BHY-1 8 naasme <100000 konuii/mMa v unenoMm xieroxk CD4+ >
100 kaerok x 101 u y B3pocabix.

PapmakOKHHETHKA JIapyHABHPA B KOMOHHALIMK C PHTOHABHPOM 11PH TIPUMEHEHHM | pas B CYTKH
niyuanace y 10 jeteid, panee noiyvasimx jiedenne, B Bo3pacte o1 3 J10 6 1eT, ¢ Maccoil Tena o1
14 no 20 xr. Hpu ucnonsioBanud no100panHoil N0 Macce Teda J03MPOBKH HaOiI01a1ach
KOHUCHTpallHA JapyHaBHpa B 1JIa3Me, CPABHHMAs € TakoBOH Y B3pOC/HBIX. [ONYHYABIIHX
komOunaunio  aapynasup/putonasup 800 wmr/100 mr 1 pas B cyrku. Kpome toro, 1npu
MOJICTHPOBANMH H CHMY/IHN (PapMAKOKHHCTHKH jJapyHasupa y aereit ot 3 a0 18 aer 6buia
NOATBEPK/ICHA KOHUCHTPAUHA JIapyHaBupa B iasme, HaOmogaemas B KIMHHUYECKHX
MCCACAOBaHMAX,  OBUTH  TaK K€  YCTAHOBACHBLI  CXEMBI  JO3MPOBAHHA  KOMOHHAIMM
JApyHABHP/pUTOHABHD | pa3 B CYTKM HAa OCHOBE MACChl TeNa VIS JACTeH ¢ Maccoil Te1a He MeHee
15 Kr, KOTOpBIC NOJNYHQIH HIH HE NOJYHAIH [PENapaThl aHTHPCTPOBUPYCHON Tepanuu, Ge3
MYTALMi, CBABAHHBIX ¢ PEIUCTCHTHOCTBIO K aapyHasupy (V111 V321, L33F, 147V, 150V, 154M,
1541, T74P, L76V, 184V u L89V), ¢ yposuem PHK BUY-1 B maasme <100000 xonwmit/mi u
uncsoM kierok CD4+ > 100 kaetok x 10%a.

Hoxcunoe nayuenmo

Honysunonnsii gapmakoknuernyeckuii ananns y BUU-nuduImpoBaHubIX naumentos noxkasat

OTCYTCTBHC 3HAYHMBIX Pas/iH4uil PapMAKOKHHETHYCCKUX MAPAMETPOB JApPYHABHPa B BOIPACTHOI




rpynne 18-75 ser (B 9101 ananms Gsum BRmouensl 12 BUU-HHGUUMPOBAHHBIX NALMEHTOB B
BO3pacTe 65 JeT u cTapiue).

Honogwvie paznus

Honyasunonnsiii GapMakoKHHETHYECKHIT AHATH3 BLISBHII HECKOJILKO 00JICe BBICOKHC (16.8 %)
KoHuenTpaunu jaapynasipa y BUU-nnduimposanueix sxenmmn, yem y BUY-unduumpoBannbix
MYKUHH. JlaHHOE pazinune He ABAACTCH KIMHHYECKH 3HAYNMBIM.

Hayuenmot ¢ napywenusisu ghynryuu novex

Pesyabrarbl Mccie1oBams ¢ HCHOb30BaHHEM “C-napynasupa B komGHHaUmK ¢ PUTOHABHPOM
noxkasai, uro oxono 7.7 % mnpuuatoil 103bI JlapyHaBupa IKCKPETHPOBAIOCH ¢ MOYOH B
HCH3MCHEHHOM BHJIE. Y NAIMEHTOB C© HAPYIIEHUAMHM (YHKUHH [0YeK (bapMaKOKHHCTHKY
JapyHaBHpa HC W3YHaIM, HO HONYJSUHOHHBIH (DAPMAKOKHHETHYECKHII aHAINM3 [1OKA3AI
OTCYTCTBHE 3HAYMMOrO M3MEHCHHS (apMAKOKHHETHYECKUX MapameTpos AapyHasupa v BUY-
HHOHUHPOBAHHBIX NAIMEHTOR C YMEPEHHO BBIPAKCHHBIMH HAPYIICHUAMH (YHKUHH 110YEK
(KJIHpeHC ChIBOPOTOHHOTO KpeaTunuHa 30-60 Mia/mun, n=20).

Hayuenmot ¢ napywenusmu pynxyuu nevenu

HapynaBup MeTaboaH3HpYeTCs H BBIBOAMTCS NPEHMYIECTBEHHO NEYeHbI0. B HCCICI0BANHN ¢
NPHMCHEHHEM  HECKOJIBKMX 103 npenapata JlapyHasup B KOMOMHAWMHM ¢ PHTOHABHPOM
(600 Mr/100 mr) 2 pasa B cyTku ObUIO TIOKA3aHO, Y10 CTAOHIBHBIC (apMakoOKHHETHYECCKHE
N1apaMeTpel JlapyHaBHpa y NAMCHTOB ¢ nerkuM (kaace A no Yaitu-Ibio, n=8) u ymepennbimM
Hapywennem Qyskunan nedenn (kaace B no Yaivia-Ileio, n=8) Guinm CPABHHMBI C TAKOBLIMH
NMapaMeTpaMu y 3710POBBIX JHLL  DPPeKT TAKENOr0 HapyumieHus (YHKUMH TeYeHH ua
(hapMakoKHHCTHKY JlapyHaBHpa He H3YHAICA. [lpenapar Jlapynasnp ciejyer npuMEHSTb v TAKHX
NALHEHTOB C OCTOPOKHOCTBIO.

bepestennocmn

lpn npueme komGunaimu AapyHaBHP/pUTOHABHP B 03¢ 600 Mr/100 Mr 2 paza B cyTKH WM
800 mr/100 mr 1 pa3 B cyrku B cocrase KOMOHHHPOBAHHOI aHTHPETPOBUpPYCHOH Tepanny,
KOHUCHTPALHA /lapyHaBHpa H PHTOHABHPA B Ma3Me KPOBH ObUIN HHXKE LIPH NPHEME BO BpeMs
OepeMEHHOCTH 110 CPABHEHHIO ¢ TAKOBBIMM [pH 1pHeMe B MOCHEpooBoi neproa. Oanako,
(hapmMaKoKHHETHYECKHE TapaMeTPbl HECBAIAHHOTO (AKTHBHOTO) JapyHaBupa ObUTH CHHMIKEHbI B
MCHBIIEH CTENeHH, Tak Kak BO Bpems GepeMeHHOCTH HaGMmoaeTes yBeTHuenme KOHUEHTPAIHH
cBOOOON Bpakimy lTapyHABHPA 110 CPABHEHHIO ¢ TAKOBOH B MOCIEPOIOBOM MEPHO/IE.

Y KeHIMH, [101yYaBIIHX KOMOHHALHIO AapyHaBrp/puTOHaBHp B 7103¢ 600 Mr/100 Mr 2 pasa B
CYTKH B TeueHHe 2-ro TpuMectpa GepeMeHHOCTH, cpeiie 3HaYeHns Cmax, AUC 21 (nromase noj

KPHBOH «KOHUeHTPauus-Bpema» 3a 12 4 mociae nprema npenapara) 4 Cupin (MHEHHMAaIbHas



KOHUCHTPAlMs JapyHaBupa B IUIasMe) JapyHasupa ObUH, coortsercrsenno, Ha 28 %, 24 % u
17 % HuKe N0 CPaBHEHHMIO CO 3HAYCHHAMH JIAHHBIX MOKa3aTelell B NOCIEPOIOBOi nepuoi. B
teyenne  3-ro  Tpumectpa  Oepemennoctd  Cpux, AUCin u Cuin  JapyHaBupa  Obuim,
cootsercTBento, Ha 19 % u 17 % uuxe v Ha 2 % BBIUE 10 CPABHEHUIO €O 3HAYCHHUAMH JaHHBIX
1oKasarenei B OCAePOAOBOil IEPHOL.

Y KCHUMH, MONYYaBIMX KOMOHHAIMIO JapyHaBKp/puToHasup B 03¢ 800 Mr/100 mr 1 pas B
CYTKH B TeueHue 2-ro tpumectpa Oepemennoctd, cpeanne 3uaveHns Cpax, AUCE # Cuin
AapyHaBHpa ObL1H, COOTBETCTBEHHO, Ha 34 %, 34 % 1 32 % HusKe 110 CPABHEHHIO CO 3HAYCHHSAMH
JAnupIX MokaaresicH B mociuepooBoil nepuo. B revenne 3-ro tpumectpa GepeMeHHOCTH Camax,
AUC 120 0 Crmin TapynaBupa O6bUIH, cooTBeTCTBEHHO, Ha 31 %, 35 % 1 50 % nuske 1o CPaBHEHHIO

CO 3HAYCHHAMH JIaHHBIX NOKa3aTesNei B 0C/IePOI0BOH NIEPHOL.

Iokazanus K NpHMEHCHHIO
Jlewenne BHY-undexuun y s3pocasix w jeteil, pamnee nosiydasuinx AHTHPETPOBHPYCHYIO
Tepaniio (B KOMOMHAIMH ¢ HU3KOH /1030H PHTOHABHpA M JIPYTHMH AHTHPETPOBHPYCHBIMH

CpeacTBaMH ).

Hpornsonoxazanus

® ['MNepuyBCTBHTEALHOCTL K JIAPYHABHPY WIH K JHOGOMY BCIIOMOTaTe/IbHOMY  BCLICCTRY,
BXOJIAIIEMY B COCTAB Ipenapara.

» Twkenas nevenoynas neaocrarounocts (knace C no Yaitna-Ieio).

e [laumentsi ¢ Maccoit Tena menee 40 Kr.

e OaHoBpeMeHHbIH NpHEM JapyHaBHpa B KOMOMHALMH C PHTOHABHPOM B HM3KHX J03aX C
npenaparamMu,  KIHPEHC  KOTOPBIX  TIPEHMYUIECTBEHHO —OTpefensercs  u3opepMeHTom
uuroxpoma P450 CYP3A4 n nosblneHse KOHUEHTPAUMH KOTOPHIX B IL1a3Me COTPSIKCHO ¢
BO3IHHKHOBCHHEM CEPLCIHLIX H/HIH  YIPOKAIOWIMX JKH3HH TOGOYHBIX spdextoB (y3kuii
TepanesTHyecknii auanason). K takum npenmapatam otHocsTes actemuson, andiy3osum,
KOJAXHUMH (Y MAUHCHTOB ¢ MOYCHHOH WIH NEYCHOUHOI HEIOCTATOMHOCTHIO), CHILeHadH:
(IpUMEHAIOWHICS U8 Tepanum  AerodHoll apTepHANBHON  runepreHsun), tepdenaaun,
MIa30/1aM  (IEPOPATBHO).  TPHA3OIAM, LH3ANPHA, [HMO3HI, PaHONA3MH, CCPTHHION,
KBETHAIIHH, [penaparkl, COJICPKAIUME  AIKATOMAB  CHOPBLIHBH (oproTamMuH,
ARTHAPOIPTOTAMHH, IPTOMETPHH H METHIIPIOMETPHH ), KOMOHHALHSA JIONMHABHP/PHTOHABKP,
aMHOZAPOH, GeNpHKiL, JIPOHEIAPOH, XHHWIMH, JHIOKAHH (IIPH CHCTEMHOM BBE/JICHHH ),

CHMBACTATHH, JIOBACTATHH, JyPa3H/IOH, IPasonpesup/sibacsup, aBaHadui, THKarpeiop (cM.




TaKkxe pa3zien «B3auMoieHCTBHE C IPYTHMU JICKAPCTBEHHBIMH TIPENapaTaMu»),

e OnuoBpeMeHHBI TpHEM ¢ HpenapatamMM, cojepKalMMH  pHOAMIHLMH, a TaKkKe ¢
NpenaparamMu,  COJACPKAIMMH  OKCTPAKT  3BepobOst  HPOJIBLIPSBICHHOTO,  TOCKOJIBKY
OJIHOBPEMEHHOE MX TIPUMEHEHHE MOXKET IIPHBECTH K CHIKCHUIO KOHIECHTPAILHH JapyHaBHpa
B [1asMe, a CJIe/loBateslbHO — K 1I0Tepe  TepaneBrudeckoro apdexra M pasBuTHIO

PE3UCTCHTHOCTH.

C ocTopokHOCTLIO

* Y NauMeHTOB ¢ HapyweHneM (YHKUHH [ICYCHH JIETKOH W CpeHeil CTENeHH TSKECTH (KJIacchl
A n B o Haitn-ITei0).

eV DanUeHToB ¢ aUieprueii K cyabonammiam.

* V [AUMEHTOB, KOTOPHIC BO BpeMst GEPEMEHHOCTH U B IOCIIEPOIOBOI NIEPHO/L OIHOBPEMEHHO
NPHHHMAIOT NPENapaThl, KOTOPLIC MOTYT YMEHbLIIATh KOHIEHTPALMIO JAPYHABHPA B IL1a3Me
KPOBH.

e VY nHauMeHTOB NOXKKIOro Bo3pacta (0T 65 J1eT u crapime).

Ipumenenue npu GepeMenHOCTH B B NCPHOX IPYAHOT0 BCKAPMIHBAHUN

[oanonuenueX uccne0Baknii y GepeMEHHBIX JKEHIMH 10 OUCHKE BIHSHHS JlapyHaBHpa Ha
MCX0/1 GEPEMEHHOCTH He NPOBOHIIOCH. Mce/e10Batus Ha JKHBOTHBIX HE BRISBHIIH y JlapyHaBHpa
TOKCHYCCKOH aKTHBHOCTH WM HETaTHBHOTO BIMAHHSA HA PENPOAYKTHBHYIO GyHKIMIO H
(epriabroCcTs. B Mecne10BaHHSX Y KPBIC JaPYHABHP HE OKA3bIBAN BIMAHHA HA CHOCOGHOCTD K
PasMHOKECHHIO H PEPTHIIBHOCTS.

Jis nabniozenus 3a BAMAHHEM Ha [UIOA M OPraHM3M MaTep co3jan Peructp ciydaes npuéma
aHTHPCTPOBHPYCHBIX Tpenapatos BO BpeMs GepemeHHOCTH (www.apregistry.com). Jlanusiii
perucTp ABaseTcs 40OPOBO/IBHBIM HIPOCHICKTHBHBIM HAOMOAATC/LHBIM HCCHEI0BAHHEM ¢ HEITBIO
cOopa M OLEHKH JaHHBIX O BIMSHUM [IpHeMa AHTUPETPOBHPYCHBLIX NPENapaToB Ha HCX0j
Ocpemennoctu. Jlanubic 0 NPUMEHEHHM JlapyHaBHpa B NEPBOM  TpUMECTPe OepeMEeHHOCTH
AOCTATOUHBI JUIA OLCHKH CTO BIHAHUA HA YBEIIMYEHHE PHCKA HOABICHHS BPOKICHHBIX edeKToB
1013, K HacTosmeMy BPEMEHH [IOKA3aH0, YTO JIAPYHABUP HE YBEIHYHBACT PHCK BOIHUKHOBEHUS
BPOKACHHBIX Ae(eKToB Mioa.

KomOunanums 1apyHaBup/pUTOHABHP IIPH COBMECTHOM nipueme ¢ 0a30BOi Tepanuei OlUCHUBAIACH
B KIHHHYCCKOM HCCIEA0BAHMM € Y4acTHCM 34 OepeMEHHBIX KCHIMH BO BPEMS BTOPOIO M
TPETLEro  TPUMECTPOB  OepemeHHocTH.  (DAPMAKOKMHETHYECKHE JAHHBIE NOKA3AIM., YTO

KOHUCHTPALMHK JlapyHaBHPa M PHTOHABMPA BO BpeMs OepeMEHHOCTH OBUIM HHKE. YeMm B




NOC/IEPOOBbIM Nepuosie (6-12 nenens). Bupyconornyeckuii oTBeT coxpansics B 00eHX rpynnax
Ha NPOTHAKEHHH BCero uccaenoBanus. OTCYTCTBOBaNa BepTHKAIBHAS lepejada BHpyca OT
MaTepH K MAAACHIY Y 29 NalHeHTOK, NPHHHMABIINX AHTHPETPOBHPYCHYIO TEPANHIO BILIOTH J10
posopaspetenus. KomOunauus aapyHasup/puTOHABHP XOPOIIO NEPEHOCHIACH NPH NPHEME BO
BpeMs  OepemeHHOCTH M B mocnaepogoBoi  nepuoi. [lpoduas Gesonacuoctu B jaHHOM
HCCIICIOBAHHH ObUI COMOCTABHM C TAKOBBIM Y B3POCIBIX HAMEHTOB, HH(uumposannpix BUY n
NPHHAMAIONIMX KOMOHHALMIO JapYHABHD/PHTOHABH.

KomGunaumio npenaparos JlapyHaBup/pHTOHABUP MOKHO HA3HAYATL OCPEMEHHBIM KCHUMHAM
TOJBKO B TEX CAy4asX, KOIjla OXKujacMas 1o0jb3a €¢ NpHMCHEeHHs Juis Oyayuieid marepw
nepeBelnBaeT NOTEHIHAILHBIH PUCK JUIS TUI0/A.

Hewnspectho, cnocoGen /M apyHaBup NpoHHKaTh B IPy/iHOE Mo10Ko. MceeoBanns Ha Kphicax
MOKA3Q/IH, YTO Mperapar NPOHMKACT B MOJOKO. YuuThiBas BO3MOKHOCTH nepeaaun BUY ¢
FPY/HBIM  MOJIOKOM, a Takke PHCK CEpbe3HBIX MOOOYHBIX YPPEKTOB y IpyaHbiX AeTei,
CBA3AHHBI ¢ BO3JEHCTBHEM Ha muX japynasupa, BHY-unduumpopannbie KeHIMHBL

Noayvarolue npenapar }Iap}namip, JAOJDKHBI BO3JICPXKHBATLCS OT FPYJIHOTO BCKAPMITHBAHUA.

Crocod npumeHeHMs H 10361

Buytps.

Ilpenapar Jlapynasup Bcerza ciiejyer HazHauath B KOMOHHAUMH C HH3KOH 10300 PHTOHABHpA B
KaqecTBC CPCICTBA. YAYHIIAOWEro ero (hapMakoKHHETHUYECKHE XapaKTepPHCTHKH, 4 TAKKE B
KOMOWHALMH ¢ JIDYTHMH aHTHPETPOBHPYCHBIMH mpeniapatamu. [alMeHTsl AOIAKHBI ObiTh
NPOHHCTPYKTHPOBAHBL 0 npueme npenapara Jlapynasup ¢ HU3KO# 10300 PHTOHABHPA BO BPeMs
cipl win He nosanee 30 MHHYT nocie 3aBeplieHMs mpHeMa nHIH. THN MMM HE BIMSET HA

abcopbumio napyHasupa.

Bspocavie nayuenmm

IaumenTsl, panee noy4aBmBe HHTHOHTOPLI NPOTEAILI
Iaunenrol, panee He HMEIONHe MY TAIHIA, HMelone no Kpaiieit mepe
HE [10JIy4aBIIHe BhI3LIBRIONIHX I MyTaumo, BbI3bIBalomy o
HHIHOHTOPBI HIPOTEA3L PE3HCTEHTHOCTH PEIMCTEHTHOCTH
K apyHaBupy* K lapyHaABHDY*
800 mr 1 pa3 B cyTku 800 mr | pas B cyTkn 600 mr 2 pasa B cyTKn
B koMOHHauuu co 100 mr B koMOuHamuu co 100 mr B KoMOunaumu co 100 mMr
PHTOHABHPA, BO BpeMs €/1bl PHTOHABHPA, BO BpeMs €/1bl PHTOHABHPA, BO BPEMs €/1bl




* MyTauuu, BLIILIBAIOUIHE PEIHCTEHTHOCTE K AapyHarupy: V111, V321, L33F, 147V, 150V, 154M, 1341, T74P,
L.76V, 184V u L8OV,

JUi nauMenTos, panee nojay4aBlIMX MHIHOMTOPBI NPOTeashi, PEKOMEHJYETCH HNPOBEJCHHE
reHOTHIMYECKHX aHannios. [Ipy HEBOIMOKHOCTH TNPOBE/IGHHA TAKMX AHANMIOB, MAlMEHTaM,
paHee He MOJYYABLIMM HHIHOMTOPLI NPOTEa3bl, PEKOMEHIYCTCH NPHHUMATL KOMOHHAIMIO
Aapynasup/putonasup 1 pas B zedb B j103e 800 mi/100 mr, a naumenTam, paHee NnoaydaBUIMM
HHrMOHTOPBI NpoTeassl — 2 pasa B JieHb B go3e 600 mr/100 mr.

Hemu

llpenapar Jlapynasup 300 mr npumensieres B jerckoil npaktuke. Pekomenayemas jo3a
KOMOHHAUMK JapyHaBUP/PHTOHABHD JUTs JleTeil ¢ maccoii Tena Goxee 40 kr, panee nogyyaBIImx
AHTHPETPOBUPYCHYIO Tepanuio, cocrasaser 600 mr napynasupa n 100 Mr putoHasupa 2 pasa B
CyTKH. Hesb3s I0nycKarh MpeBbIICHHS PEKOMEHIYEMOI JI03bI.

lToxcwrvte nayuenmot

Mudopmanns 110 NpUMEHERHIO Y NOKWIBIX NAIMEHTOB OIPAHHYCHA, TOYTOMY JApYHABHD B
KOMOHHAUMH C PHTOHABMPOM Y NAUMCHTOB JAHHOI BO3PACTHON IPYIINbI CICAYET NPAMEHSTH C
OCTOPOIKHOCTHIO.

Hayuenmur ¢ napyuenusvmu yuxyuu nevenu

Japynapup meTaboaM3HpyeTCs M BBIBOIMTCA NPCHMYILECTBEHHO Neuenblo. [Ipu npuseneHin
npernapara Jlapynasup y NauMenToB ¢ HapywenneM GpyHKUHHN IeUenH Jerkoi i cpejiieil CTeleH
TsokecTH (Knaccel A M B no Yaina-ITeio) xoppekunu a03s1 He TpeGyercs, HO HEOGXOAMMO
cobmoate 0CTOpOXKHOCTD. [MpuMeHeHHe KOMOHHAUMM JapYHABHP/PHTOHABHD ¥ NAWHCHTOB C
TSOKEII0i CTenenbio nedenounoii neroctarounocty (kiace C no Yaiina-Ieio) nporusonokasano.
Hayuenmur ¢ napywenusimu gynxyuu nover

Y  naumeHtoB ¢ HapymeHHAMH (QYHKUMM TIOYEK HM3MEHEHME 103 B KOMOMHAIHH
JApyHABHP/PHTOHABHP He Tpebyercs.

bepesennocme u nociepodosol nepuood

He tpelyercs KOppekimH 103b1 KOMOWHAIMH JapyHABHD/PHTOHABHD Y NAUMCHTOB BO BpeMs
GepemeHHOCTH 1 B 0CIepo10B0# nepuot. Heobxoaumo co6monats 0cTopokHOCTS Y HAlHEHTOR,
OJIHOBPEMEHHO  IPHHHMAIOUINX  NPENapaThl.  KOTOPLIC MOTYT YMEHBIIAThH KOHLEHTPAIHIO

JdapyHasBHpa B IUIa3Me KPOBH.

Hponyck npuema kombunayuu apynasup/pumonasup
Mocne wavana Tepanuu npenaparom JlapyHaBHpP HAlHEHTH HE J0MKHBI IPOIYCKATD oHepeaHOH
IIPHEM TIperapara, a TAKKE H3MCHATL WM IPeKpalarh Tepanuio 0e3 KOHCYALTAUNH ¢ Jieyalum

Bpa4oM.
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Ecan npuem koMmOuHaIMK JapyHaBHP/PUTOHABHD HasHaveHn | pa3 B CYTKH M OIO3/1aHUE B [IPUEME
COCTABMIIO MeHee 12 4, TO LIPONYINEHHYIO J03Y ClejIyeT KaK MOKHO CKOpee NpHHSTh BMECTE C
MUIEd 1 BO30OHOBHTL OOBIMHLIH PEXKHUM JIOZUPOBAHMS; €C/AM ON03JAHHE B IPHEME COCTABHIIO
Oosiee 12 4, TO NPONYIUEHHYIO 03y NPHHUMATL HE CJEAYET: CACAYIOMYIO 03y HPHHHMAIOT B
00bIuHOE BpeMA.

Ecan npuem koMOunainmy 1apynasip/puroHaBip HazHaueH 2 pa3a B CYTKH H OTI03/1aHHE B IpHEME
COCTABHJIO MeHee 6 4, TO HPONYIIEHHYIO JI03Y CNEAYET Kak MOKHO CKOpec NPHHATH BMECTE ¢
nuiei 1 BO30OHOBUTL OOBIMHBIH PEKHM J03MPOBAHMA; €C/IM ONO3JaHHE B IPHEME COCTABHIO
Gonee 6 4, TO NPONYIEHHYIO JI03Y NPHHHMATBL HE CICAYET, CACAVIOUIYIO A03Y NPHHHMAIOT B

00BIYHOE BpeMs.

Ilob6ounoe aeiicreue

Haubonee wacteiMu nmoOOYHBIMM JICHCTBHAMH BO BpEMS KIHHHYCCKHX MCCACIOBAHMH M B
MOCTPErHCTPAIIHOHHOM NepHojie ObUIN: JMapes, TOWIHOTA, Cbilib, rOJOBHAas O0Jb W PBOTA.
HanGonee wacTeiMM  cepbe3HbIMH  NOOOYHBIMM  JICHCTBHMSMHM  OBUIM:  OCTpas  IouyeuHas
HEJOCTATOMHOCT,  MHGMAPKT  MMOKAapJa,  CHHAPOM  BOCCTAHOBJICHMS  MMMYHHTETa,
TpoMOOUHTONEHHS, OCTEOHEKPO3, JIHapes, F'enaTHT U IHXOpajIKa.

IToGounbie neiicTBUA NPHBEACHBI B COOTBETCTBHH C CHCTEMHO-OPraHHo# Kiaccuukanmeii
pacnpeiiesiensl 1o YacToTe BO3HMKHOBeHHA. B Kaknoii yactornoil rpynne nobounbie aeicTaus
Npe/ICTABNEHBI B IOPS/IKE YMEHbIICHUS HX CEPLE3HOCTH.

[ToGounsie  spdexTl. oTMeuaBUIHECs B KIMHHYECKHX  MCCACAOBAHMSX H B XOje
NOCTPETHCTPALMOHHOIO  ONbITA NIPUMEHEHHS  JIapYHABHPA, [PHBEICHBI B COOTBETCTBHMH C
knaccupukauneii MedDRA: ouens vacro (21/10), wacto (>1/100 u <1/10). newacto (>1/1000 u
<1/100), peako (=1/10 000 u <1/1000) u ouens pesxo (<1/10 000).

Tobounvie  deticmeus,  HabOddeMble 60  6peMs  KAUHUNECKUX — UCCACOOGAHUTI U 6

ROCHIPEUCIPAYUOHHOM NEPUOOE NPU RPUMEHEH UL OapPYHAGUPA 6 KOMOUHAYUU C PUMOHASUPOM

CucremMHo-opranHbiii
KJjace MobGounsie xeiicTBus

Ka'l‘cmpun HYaCTOThl

HH(/)L’K!{H()HHNL’ u napazumapHste 3GO0ACBANHUS

Heuacto I'epnetnyeckas nHeKHs

Hapywenust co cmoponst Kposu u 1umpamuyeckon cucmembl

Heuacto TpomGounTonenns, HeHTPONICHHS. aHeMHA, JIeHKoNenHs

Penko Dozunodunus
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Hapywenus co cmopomst uMMynnoil cucmemsl

Heuacro

CHHIpoM BOCCTAHOBJICHNS HMMYHHTETA, (JICKAPCTBEHHAS)

FHNEPHYBCTBHTCILHOCTD

Hapyuienus co ecmoponst 3100Kpunnoit cucmemoi

Heuacro

I'HIIOTHPEO3, NOBBIIEHHE KOHICHTPALMH THPEOTPOITHOTO FTOPMOHA B

KPOBH

Hapywienus co cmoponst obmena eewgecms u numanus

Yacro JInnoawmcrpodus (B Tom umcie aunoruneprpodus, unoaucTpodus,
naunoarpodusa), caxapuelii madeT, THIePTPHIIHLEPHIEMHS,
THIIEPXONECTEPHHEMHS, THIICPIHITHACMH

Heuacro IMonarpa, anopekcus, CHHKEHHE aNNETHTA, CHUKEHHE/ TIOBBILLICHHE

MACChI TCT1A, THOCPIIIHKEMHS, HHCYJIHHOPE3HCTEHTHOCThL, CHHIKEHHE
KOHUEHTPALHH JHIIONPOTEHHOB BLICOKOH IUTIOTHOCTH, ITOBBILIEHHE
AMICTHTA, NOJHIHIICHS, TTOBLILICHHE aKTHBHOCTH

JIKTATIACIHAPOTCHA3BI B KPOBH

Hapyuienus ncuxuxu

Yacro becconnua

Heuacro Jlenpeccns, 1e3opuenTaiiis, TPEBOra, HapYIMIEHHS CHA, AHOMAIbHBIE
CHOBHJICHMS, KOIIMapHble CHOBW/ICHHA, CHUKEHHE THONI0

Peaxko Cryrannocts co3HaHHs, H3IMEHEHUS HACTPOCHHA, OECTIOKORCTBO

Hapywenus co emoponst nepenoit cucmesot

Yacro Fonosuas 60ab, nepudepuyeckas Heliponartus, roJOBOKPYKCHHE

Heuacto 3aTOPMOKEHHOCTD, IAPECTE3MsI, THIIECTE3Hs, IUCTCBINS, HAPYIICHHUS
BHHUMaHH3, HAPYLUCHHS TTAMATH, COHITHROCTH

Peaxo OBMOpOK, ¢y10pOTH, areB3us, HapymeHue putma a3 cHa

Hapywenus co cmoponust opeana 3penus

Hewacro

Fm‘repemm KOHBIOHKTHBbL, CYXOCTh CIIH3HCTON 0b0A0YKH 17143

Penko

Hapymenne 3penns

Hapywenus co cmopowst opeana cayxa u pasnosecus

Heuacrto

Bepturo

Hapywenus co cmoponsi cepoya

Heuacro

Hndapxr Muokapa, crenokapans, yuiiaenne uarepsaia QT na

ICKTPOKAPAHOIpaMMe, TaXHKAP/IHs
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Peaxo

Octpbiit uudapkT MuoKapaa, cuiycosas Gpajukapns, ONyHICHHE

cepauedueHns

Hapywiernus co cmoponst cocydos

Heuvacro

[Tosbinenue apTepHaibLHOTrO JABIEHHA, «IPHIIHBLIY

Hapywenus co cmoponsi Obixameboi cucmeMbl, op2anos zpyonoi KAemsu u cpedocmenus

Heuacto

Ospiiuka, KALIC/Ib, HOCOBOC KPOBOTCHCHHE, TICPIICHHE B ropae

Penaxo

PuHopes

HH[J_)’!HEHH}I CO CMOopPoHbL .)f(\‘.’.-’t}’()()liH(FKHwe‘JH()?O mpaxkma

Quens yacTo

Juapes

Yacrto

Toumora, ppora, Gonb B 061aCTH KHBOTA, NOBLILCHHE AKTHBHOCTH

AMHJIA3bl B KPOBH, JIMCNCIICHS, B3/IYTHE JKHBOTA, METCOPH3IM

Heuyacro

[Naukpeatur, ractpur, racrponodareansusiii pedmoke, adTo3HbIH
CTOMATHT, HO3BIBBI K PBOTE, CYXOCTh CAH3UCTON 000JI0YKH OJ0CTH
pTa, IMCKoMPOpPT B 061acTH KUBOTA, 3a110D, IOBBIICHHE
AKTHBHOCTH JIHIA3bl, OTPbIAKKA, HAPYIICHHE YYBCTBHTEILHOCTH B

POTOBOI 1100CTH

Pejiko

CToMaTHT, pBOTA € KPOBLIO, XCILIIHT, CYXO0CTh CMIHCTON 0060104KH

ry0d, HajleT Ha A3bIKe

Hapywenus co cmoponst newenu u scervesvicoosuux nymeii

Yacrto

[loBbiluenne aKTHBHOCTH alaHHHAMHHOTPaHCepashl

Heuacro

[enatut, unronntuyecknii renatut, creatos nevuenu,
FENaToOMCra/ius, MOBBIICHHE AKTHBHOCTH TPAHCAMHHA3BI,
TNOBBIICHHE aKTHBHOCTH acliapTaTaMHHOTPaHC(Eepasbl, NOBBLIICHAC
KOHUEHTpaunu OHIMpyOuHa B KPOBH, TOBBILICHHE aKTHBHOCTH
wwenoYHoH Gocdarasel B KPOBH, NOBBILICHHE AKTMBHOCTH raMMa-

riaytamuiatpaicdepain

Ham‘meuuﬂ CO CMOPONBL KOJCU U ROOKONCHBIX MEAell

Yacro Cpinib (B TOM ynHCae MaKyJspHas, MakyIonanyjie3Has, nanyicinas,
IPUTEMATOZHAS U 3y I511as ), 3y 1
Heuacto AHIHOHEBPOTHYECKHH OTEK, F€HePAIM3OBAHHAS Chillb,

QLIEPrUYIECKHH ICPMATHT, KPaNMBHHLA, JK3eMa, HpUTeMa,
THICPrHAPO3, HOYHAS NOTIHBOCTD, AIONCHHA, AKHE, CYXOCTh KOMH,

IHIMEHTAUHg HOI'TeH




Penxo JlekapcTBeHHAs ChiNb ¢ Y03MHOQHIHEN N CHCTEMHBIMH
npossiacausmu (DRESS-cunapom), cunapom Crusenca—/[koncona,
MyJibTH(OPMHAs IpUTEMa, JAepMaTHT, ceBOpeiHbIi AepMaTHT,

NOBPCAKACHHA KOKH, KCCPOJACPMUs

Yacrora HenssecTHa ToxkcHuYecKHit HHACPMATBHBIH HEKPOIH3, OCTPBIH

FCHEPATH30BAHHBIIH YK3AHTEMATOZHBIN NYCTYJIE3

Hapywenus co emoponst ckeaemno-molideqnoi u coeounume oot meanu

Heuwacro Muanrus, 0cTeOHEKPO3, MBIICYHBIC CA3Mbl, MbIITICYHAS ¢1a00CTh,
aprpaiurus, 60/b B KOHEHHOCTAX, OCTCONOPO3, IOBBLILIEHHE

AKTHBHOCTH KpeaTHH(poCcPOKHHAZHI B KPOBH

Penko KocTHO-MblLIEYHAS CKOBAHHOCTD, ApTPHT, CKOBAHHOCTH B CycTaBax

Hapywenus co cmoponst novex u moueesle00aujux nymei

Heuacro Octpas noveynas HeIOCTATOUHOCTh, NOYEYHAs HEJI0CTATOUHOCTD,
noYeyHOKaMenHas G01e3Hb, MOBLIIICHHE KOHIIEHTPAMH KPCATHHHHA
B KPOBH, IPOTCHHYPHS, OMIMPYOHHYDHSA, JIM3YPHS, HUKTYPHS,

NOJUIAKHYPHA

Peaxo CHukeHHe NOYCYHOro KJIHPEHCa KpeaTHHHHA

Hapyuwuuﬂ CO CMOPOHBL NOAOGHIX OP2AHOE U MOTOYHOLU HCenesbl

Heuacto OpexTHabHas AHChYHKIMA, THHEKOMACTHA

Obugue paccmpoicmed u HApYWEnus 6 Mecme 66¢0CHUA

Yacro ACTEHHS, YCTAI0CTD

Heuacto Jlnxopanka, Gonb B rpyanoil KieTke, nepudepuyeckuii oTek,

HEJAOMOraHHe, OLYLLICHHE JKapa, pa3pakHTe/IbLHOCTD, Ooub

Penxo 03100, n10X0e caMouyBCTBHE, KCEpOo3 KOXKH

Onucanue HeKOMOPsIX NOBOUHbIX delicmeuil

Cotne. B KIMHHYECKHX HMCC/ICJIOBAHHSX B OCHOBHOM HabM0alach Chillb JICFKOH M CPCIHCH
crenienin. Celllb Yale BCEro NPOABIAIACH B TEYCHHE EPBBIX 4-X He/IEnb TEPANiK 1 Heuesaa npH
MPOJIOIKECHHM NpHeMa npenaparta. TTpn passuTHH KOKHBIX peakuuii TAKe0H cTenenn eM. pazae
«Oco0ble YKazaHHa».

B X0l KIMHMYECKMX HCC/ICI0OBAHMH Y NALMCHTOB, paHee TMOJIYYABIIMX TEPAIHIO, CBIlb,
HE3ABHCHMO OT €¢ MNPHYHHBL, Yalle BOHHKATA 1PH NPHMEHEHHH CXeM JICYEHHS, COAepKaIMX
AApyHaBHp H PAITErpaBHp, 4CM I[P NPHEME TOJAbKO AapyHABHPA HilH TOJBKO pajiTerpaBHpa.

Cpinb, 06yci0B/ICHHAS PHEMOM NpenapaTa, MOABIANACH CO CXOAHOI YacTOTON. BoiHHKABIIAS B
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KJIHHHYECKHX HMCC/ICA0BAHHAX CBllb Oblla JETKOH M cpeeill creneHy THKECTH., HUTO HE
NPHBOKIIO K NPEKPAIICHHIO TePaTiH.

Jlunooucmpoghus. KomGunuposannas  antaperposupycnas  tepanns  (APBT)  Bo3biBaer
nepepacnpejiesienne  kupa  (aunouctpodmio) y  naumentos ¢ BHY.  Jlunomcrpodus
NPOSIBASIACL 1OTepel  nepudepuyueckoil M JIHIEBOH  MOJAKOXKHON KHPOBOH  KIeTYaTKH,
YBEIHUCHHEM BHYTPHOPIOIIHOTO M BHCHEPATILHOIO KHUPa, rHnepTpodueil MOMOUHBIX Kele3 o
HAKOIIJICHHEM JIOPCOLICPBHKAILHOIO KHpa («Obiiuii ropb»).

Hapywenus co cmoponer otmena eewjecms. KomGunuposannas APBT suisbisact HapyuicHus
o0Omena BELIECTB,  TaKMe  KaK  THICPIPHIVIMICPHIEMHS,  THICPXOIECTEPHHEMUS,
HHCYJIHHOPE3HCTEHTHOCTD, IHIIEPIIIHKEMHUS W THIIEPIaKTaTeMHS.

Hapywenuss  co  cmoponst  ckeremuo-muiwennoitc  mxanu.  ToOBbIIEHHE  aKTHBHOCTH
kpeaTHHDOCHOKAHAIBL,  MHAITHA, MHOIMT M paGAOMHOIN3  (PEIKO) OTMEHATHCH  [IPH
MCHO/IB30BAHHH  MHTHOMTOPOB  MpoTeasbl. OCOOCHHO B COYCTAHMH C  HYK/ICO3HIAHBIMH
HHTHOHTOpaMit 0GPaTHON TPaHCKPHNTA3bl. BbUTH OTMEYEHBI ciiyuan 0CTCOHEKpO3a, 0COGEHHO Y
NANHCHTOR ¢ obmenpuiHannbMu aktopamu pucka, ¢ BUU-undexuneii na nos;meii craamn win
JUIMTEJIBHOE  BpeMsi  OJYYalomMx  KomOMuuposannyio  APBT. Yactora BO3HHKHOBCHMS
OCTEOHEKPO3a HEH3BECTHA.

Cunopoy  eoccmanosienus  ummynumema. Y nauuentos ¢ BUY-undexumeii u  Tsxkenoit
CTeneHblo  MMMyHojaeduunta B Hauale KomGuuuposamuoii APBT  moryr  Bo3smkath
BOCHIUIMTEIbHBIC PEAKIIMK HA OECCHMIITOMHO NMPOTEKAIOIIHE HIH OcTaTounble nHdekin. Tawke
HabMOJQIHCE ayTOMMMYHHBIC 3aboneBanus (Hanpumep, Gonesun I'peiisca). Oanako BpeMs J10
Hauana 3ab0/icBaHNUA MOXKET BapPbUPOBATHCA M Takre 3a00JE€BaHMA MOTYT PA3BHBATHCSH CIYCTA
MECSILLbI TOCIIE HaYalla TePaIHH.

Kposomeuenus y nayuenmos ¢ cemouaveti. Habmoaanoch yBeiuueHne 4acToThli CHOHTAHHBIX
KPOBOTCYCHHH Y NMAMEHTOB ¢ reMopuINeH, NIy aloMMX aHTHPETPOBHPYCHBIC HPETIApaThl H3
IpyIbl HHTHOHTOPOB NpOTeassl.

Hayuenmor ¢ koungpexyuamu eupycom 2enamuma B wiwiw C. YV UAUMSHTOB ¢ JaHHBIMM
HHOCKUMAMH Yalle 00HAPYKUBATOCH MOBBILICHHE AKTHBHOCTH TICHCHOMHBIX TPAHCAMUHA3, YEM y

nauneHToB 6e3 CONyTCTBYIOWEro BUpycHoro renaruta B w/wm C.

Iepeaosupoka
Caesienns 00 0cTpoil 11epe103MPOBKe 1PH IPHEME apyHaBHPA B KOMOHHAIHH ¢ PHTOHABUPOM Y
oI OrpanuYeHbl.

Jlewenue. Crieunduuecknii antiaor uemssecten. [lpwm HEPE/IO3UPOBKE  CIICAYET TPOBOAMTE




00IYIO TOVIEPKHBAIONLYIO TEPANHIO C KOHTPOJEM OCHOBHBIX (MIMOIOrHUYECKHX 10Ka3aTeei.
[Ips COOTBETCTBYIOMMX NOKA3AHHUAX JUIS BHIBCACHHS HEBCOCABLICIOCA NPENApaTa HEOOXOLUMO
BLI3BATH PBOTY, MOKHO HPHMCHATH AKTHBHPOBAHHEI yronab. JlapyHasmp NpeHMYUIECTREHHO

CBA3LIBACTCA € GEJIKAMH ILIA3MBI, TOITOMY AHAIN3 MaTodPeKTHBEH.

BiaumoneiicTaie ¢ ApyruMu JleKapCeTBeHHBIMH NPENAPATAME

Bee nccienosanus 10 onpesieneHuio B3auMOACHCTBHS NPOBOIMINCH TOJILKO Ha B3POCIbIX.
JlapyHaBup u pHTOHABHp SBAAIOTCS MHTHOMTOpaMu miodepmentos CYP3A, CYP2D6 u P-
rauKonpotenta.  OJHOBPEMCHHOE  NPUMEHCHHC KOMOMHALMM  apyHaBUD/PATOHABHD W
[IPENapaTos, KOTopbie MeTaboau3MpyloTea npeumymectsenio uiopepmentamu CYP3A w/wm
CYP2D6, nan nepeHocstes P-IiMKONpOTEHHOM, MOXKET BBI3LIBATH MOBBILCHHE KOHICHTpalHK
TAKHX MPEraparoB B IUIa3Me, 4TO, B CBOIO OYEPE/b, MOXKET ObiTh NPHUYMHON YCIUICHHS WM
IPOVICHHSA TEPANEBTHYECKOTO HpdeKTa, a TAKKE NPUIHHON NOSBIEHUS TI0GOUHBIX HPPeKTOB.

He jgonyckaercs — coBMecTHOe  NpHMEHEHHE  KOMOMHALMH JIApYHABHP/PHTOHABHD ¢
JICKAPCTBCHHBIMH  NIPENAPATAMH, KIHPEHC KOTOPBLIX B 3HAYMTE/ILHON CTENCHW 3aBUCHT OT
mwiodepmenta CYP3A, u noBbleHHE CHCTEMHOTO YPOBHSL KOTOPBIX MOKET CONPOBOXJIATHLCH
PA3BHTHEM CCPBE3HBIX W/HIN YIPOKAIOIHX KH3HH ABICHME (Y3KHUil TepaneBTHYECKHit Inanason).
Obumit papMakoKHHETHYECKHIT yCHIMBArOMMi 3ddexT putonasupa 3akmouancs B yBeIHYCHHH
CHCTEMHOH KOHMUCHTPAUMH JapyHaBupa npuMepHo B 14 pas upu OJIHOKPATHOM [IpHEME
Japynasupa B 103¢ 600 Mr B couetanuu ¢ putoHasupom B xo3e 100 mr 2 pasa B cyTku. Takum
obpasom, npenapar Jlapynasnp HeoGXOAMMO MCHOIB30BATL B COYCTAHWH C TOMLKO HHIKHMH
A03aMH PHTOHABHPA KaK (apMaKOKHHETHYECKOTO «YCHINTEIs ».

B kiuHMuecKOM HMCCHEAOBAHMH ¢ HCHOMB30BAHMEM CMECH JICKAPCTBEHHBIX  1Ipenaparos,
Metaboin3upyembix uutoxpomamu CYP2C9, CYP2C19 u CYP2D6, oTMeqasoch NOBBILICHMHE
akturHocTH CYP2C9 u CYP2C19 u unrubupopanue axktusnocrn CYP2D6 s HPUCYTCTBHH
KOMOMHAILIMK JapyHaBHpP/PUTOHABHD, YTO MOKET OLITH 0DYC/IOBICHO TIPUCYTCTBHEM HU3KOH /1031
putoHasupa. CoBMECTHOC TNPHMEHCHHE JapyHABHpAa M PUTOHABHpA C JICKAPCTBEHHLIMH
npenaparamu, merabonusupyeMmeiMi npenmyniectrento CYP2D6 (nanpumep, drreKanHHIOM,
nponaheHoHOM, METONPOI0IOM), MOXET TPHBOAMTH K MHOBBILLICHHIO KOHUEHTPAUMH  HTHX
JICKApCTBEHHLIX NPENapaToB B IJIA3ME, YTO CNOCOOHO BBI3BATH YCHICHHE WIH MPOUICHHE HX
TCpaneBTHYecKkoro sdexTa u HekenaTensHbIX peakimii. CoBMecTHOE NPHMEHCHHE JapyHaBupa u
PHTOHABMPA € JICKAPCTBCHHBIMM  NIPCNIAPATAMH, NPEHMYIIECTBEHHO MeTaboIH3HPYEMbIMHU
CYP2CY (nanpumep, appapunom) nu CYP2C19 (HalpUMEp, METaZIOHOM), MOKET NPUBOIHTD K

CHHIKCHHIO CHCTEMHOM KOHUCHTPALHHN JTHX JICKapCTBCHHBIX CPLJICTB, 4TO CHOCOOHO BBI3BATDL
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CHHKEHHE HJIM COKPALIEHHE HX TepaneBTnyeckoro sdpdexra.

Xota s¢pdext B ornomennn CYP2C8 wsywaics ToAbKO in vilro, COBMECTHOE INPHMEHCHHE
KOMOHHALMK  JapYHABUP/PHTOHABHP C JICKAPCTBEHHBIMH NPENapaTaMu, [1PeHMYHIECTBEHHO
metabonnsupyembiva CYP2CS (Hanpumep, NakimTakce/IoM, POCHIJIHTA30HOM, perarinHHOM),
MOXKET [IPHBO/IMTH K CHHKEHHIO CHCTEMHOH KOHICHTPALMH THX JICKAPCTBEHHBIX CPEICTRB, YTO
CIOCOOHO BLI3BATL YMEHBIICHHE HITH COKPAIIEHHE MX TepaneBTHYeckoro apexra.

PHTOHaBHD HHrHOMpPYET TPaHCHOPTHBIC MOJICKYIIb P-rimkonporenna, OATPIB1 u OATPIB3, u
€ro NpHMeHeHHe ¢ CyOCTpaTaMH THX TPAHCTIOPTHBIX MOJIEKYS MOKET PHBECTH K NOBBLILICHHIO
KOHUCHTPAUHN ITHX HPENaparoB B IUa3Me (Hanpumep, jgadMrarpaHa TeKCHIAT, JHIOKCHH,
cratuibl 1 G03eHTaH).

Jlekapecmesennvie npenapamoi, 6AUAIOUUE HA KOHYEHMPAYUIO OAPYHASUPA/ PUMONABUPA

B mertabommime napynasupa W puToHaBHpa yuyactsyer uiodepment CYP3A. Jlekapcrnenmbie
npenaparbl, HHAYUHPYOUWHE akTHBHOCTE Hiopepmenta CYP3A, npeanosokHTeNbHO YCHIAT
KIIHPCHC JapyHaBHPa H PHTOHABMPA, BBI3IBAA CHHXKEHHE KOHLUCHTPAUMH 3THX MPENaparoB B
IJ1a3ME,  YTO MOXKET NPHBOAMTE K CHHKCHHIO TCPancBTHYCCKOro “ppeKra H  pasBUTHIO
PE3UCTEHTHOCTH (HAaNpUMep, 510 KacaeTes pudamnuimna, 38epobos u Jonunasupa). CosMecTHOE
NPUMCHEHHE JIApYHABHPa M PHTOHABHPA ¢ JIPYIHMH  JICKAPCTBEHHBIMH  NIperapatamu,
uHruOnpyloutaMu n3odepment CYP3A, MOKET CHHXKATh KIHPEHC JapyHABHPA H PHTOHABHPA U
NOBBIIATE HX KOHUEHTpalmio B niazve. COBMECTHOE NMPHMEHEHHE ¢ MOLIHBIMH HHIHOMTOpaMK
CYP3A4 ne pexomenayercs, cieyer cobmiogaTh OCTOPOXHOCTh. Takue B3auMojeiicTBHS
ONHUCaHbl B Ta0IHIE HUKe (HANPHMED, HHIHHABHD, CHCTEMHBIE a30J1hl, B YACTHOCTH, KETOKOHA3OII
H KJIOTPHMa30I).

Tabauya e3aumodeiucmeutt mexcoy npenapamamu

Hekotopbie wuccnenoanns B3aumoseiictus (06o3nayennple # B Tabianue Huke) ObUH
TPOBE/IEHBI C HCMOJIL30BAHHEM /103 JIAPYHABAPA HHKE PEKOMEHIYEMBIX HIH C JAPYTHM PEKHMOM
J03MpoBaiHA. IPPEKTbl B OTHOUIEHHH COBMECTHO NPHMEHSEMBIX JIEKapCTREHHBIX IPENAPATOR
MOTYT, TakuM o0pasoM, ObITh HEJOOUCHEHBI, BCIEJACTBHE 3TOMO MOXKET ObITh NOKa3aH
KJIMHHYCCKHI MOHHTOPHHT OE3011aCHOCTH.

B3aumozelictaus Mexay KoMOMHaUMel apyHABHD/PHTOHABHP W aHTHPCTPOBHPYCHBIMH M
MPOYHMH  JICKAPCTBCHHBIMH  CPEJICTBAMM  [IPHBEJICHBI B Tabaume HWKe (He onpeaeneHo
coxkpamaercs kak «H/O»). Hanpasnenue crpenku s kaxaoro napamerpa (papMakoKHHETHKH
ocHoBano Ha 90 % 10BEpHTENLHOM HHTEPBAC [UIS CPEIHErO TEOMETPHYECKOIO COOTHOLICHHMS,

KOTOPOE MOKET HAXOAUTLCA B npejenax («), Hwxke (| ) winn Beiue (1) ananazouna 80-125 %.
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Jlekapcrsenuslii npenapar,
HpHMEHSEeMBIT COBMECTHO ¢
KomOuHauneH
JAPYHABHP/PHTOHABHP

Biaumoneiicreue
Cpenee reomerputeckoe
mimenenne (%)

Pexomenpauun no
COBMECTHOMY NPHMEHCHHIO

AHTHPETPOBHPYCHBIE IIPENTAPATHI U1l JIEYEHH

S BHU-HH®EKIIHH

Huzubumopusr unmezpaszol

Jlonyrerpasup AUC ponyrerpasupa | 22 % | KomGunaumio
Ca4y nonyrerpasupa | 38 % JApYHABUP/PHTOHABHD "
Cumax tonyterpasupa | 11 % JlonyTerpasup MOKHO
JlapyHaBHp «»* HCNoAb30BaTh 0e3 KOPpEeKIHH
* Ha ocnoBauuu cpasHenuii | 10351
MCKJLY HCCHEIOBAaHHIMH ¢
HCIOJb30BAHNEM
HCTOPHYECKHX  JaHHBIX [0
thapMakoKHHECTHKE

DnBHTErpaBHp AUC snsuterpasupa « ITpu coBMECTHOM NIPHMEHEHHH

Chmin 21BUTErPaBHPA <>
Crmax IBHTETpaBHpa <>
AUC napynapupa <«
Cmin Napynasupa | 17 %
Crmax JlapyHaBupa «>

npenapara  Jlapynagup ¢
HH3KHMH JIO3aMH  PHTOHABHPA
(600 Mr/100 Mr 2 paza B cyTKH)
B COYECTAHHM C JIBHTErPaBH-
pom JIBHTErpaBupa
J10JIKHA cocTaBaatk 150 Mr

1 pa3 B cyTKH.

J03a

DapMakoKHHCTHKA H
PEKOMEH Tl K 1no
JO3HPOBAHHIO UIS APYIHX J103
JlapyHaBupa Hin bt}
KOMOMHALHH

ITBHTErPABUP/KODHIMCTAT  He
ycraHoBiieHbl. Takum obpazom,

COBMECTHOE IpUMEHEHHE
KOMOHHAIHH
A4apyHaBHP/PHTOHABHD B
moboit  Jlo3e,  Kpome

600 mr/100 mr 2 pasa B cyTKH,

B COYETAHHH c
IBHTEIPABHPOM HE
pexkomenayerca.  CoBmecrHoe
[IPUMECHEHHE KOMOHHaLMH
JapyHaBUP/PUTOHABHD H
JIBHTErPaBUpa C
KOOHIMCTATOM He
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PECKOMCHJIYETCA.

Panrerpasup

B pelynbrate  HekoTOpbIX
KJIMHHYECKUX  MCCIIC0BAHHH

OBUIO  TMPEANONOKEHO, HTO
panrerpaBup MOKET
BbI3bIBATH YMEPCHHOE
CHUKEHHE KOHUCHTpaliu

JlapyHaBHpa B IJla3me.

B Hactoslee BpPCMH
npeanonaraetTes, 4ro ekt
parrerpasupa Ha
KOHIEHTPALIHIO JapyHaBHpa B
nasme HE ABJIACTCS
KIHHHYECKH IHAYHMBIM.
KomOunanuio

JapyHaBUP/pUTOHABHD u
panterpasup MOJKHO

NPAMCHATDH
03Bl

0e3  KoppeKuHH

Hyrneosuonsie/nykneomudnsie unzubumopst o6pamuoit mpanckpunmazwi (HHOT)

Jlanosun
400 mr 1 pa3 B cyTKH

AUC nupanosuna | 9 %
Cumin n1aH031Ha H/O
Cimax Annano3una | 16 %
AUC napyunaBupa «»
Crmin IapyHaBHPa <>
Cimax JIapyHaBHpa <>

KomOunaumio
JapyHaBHP/PUTOHABHP "
JHIAHO3HH MOXKHO [IPUMEHSTh
Oes KOPPEKIIHH JI03Bl.
Jlns1anosun HEOOX0aMMO
NPHHAMATL  HATOLNAK, TaKuM
obpazom, ero crejayer
[IpUHAMATL 32 | 4Yac 10 WM
4yepes 2 yaca noclie rnpuema
KOMOMHAIMH JlapyHaBHP/pUTO-
HABHP C NHILEH.

Tenogposup anzonpokcun

dymapar
300 mr 1 pa3 B cyTkn

AUC renodosupa T 22 %
Cunin Tenoosupa 1 37 %

Cinax TeHODOBHPA T 24 %

* AUC napynasupa 1 21 %

* Cin MapyHaBupa 1 24 %

¥ Cimax mapynarupa 1 16 %

(1 xonuentpauun Tenodosupa
BCACACTBHE  BIWSHHS  Ha
Onocpe10BaH bl MDR-1
TPaHCMOPT B [OYEYHBIX
KaHAJIBIAX )

lipn coBmecTHOM npHMEHEHHH
KOMOHHAaIUH

JapyHaBHP/pUTOHABHD i
TCHO(OBHPOM MOKET ObITh
MOKa3aH MOHUTOPHHT (PYHKLMH
noyeK, B
NAUHEHTOB C CHCTEMHBIMH HIIH
IIOYCYHBIMH  3a00JIeBAHHAMH,
aubo  NpH HCHOIB30BAHHH
HePOTOKCHYHBIX IPelapaTos.

ocobeHHoCcTH Y

Abakasup
OMTpHUHTAOHH
Jlamusyiun
Crasyauu
3UA0BY IHH

He wiyuanock. Ha ocnoranunu
paziuIHBIX nyrei
saumubauy npounx HUOT

(3n10BY1HHA,
IMTPUUMTAOMHEA, CTaBy/MHA,
JIAMHBY/IHHA), KOTOpLIE
IKCKPETHPYHOTCH

Kombunanus
JapyHaBHP/PHTOHABHP MOXeET
npumensaTbes ¢ otumu HHOT
0e3 KOppeKImH 10351
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MPEHMYILECTBEHHO MOYMKAMH,
u abakasupa, B MetabonH3IMe
KOTOpPOr0O  HE  y4acTByeT
CYP450, HUKAKHX
B3aUMOACHCTBHIH MEXKAY
ITHMH JICKapCTBEHHBIMU
npenaparaMM M KoMOMHaIHEi
JIApyHaBHP/ PHTOHABHP He
NPEeANONAraeTcs.

Henykneozuousie/nenykneomudnsie unzubumopu: obpamuoi mpanckpunmaszei (HHHOT)

Dipasupens
600 mr 1 pa3 B cyTkm

AUC s¢asnpensa 1 21 %

Cumin 2¢haBupensa 1 17 %

Cumax 3¢aBupensa 1 15 %

* AUC napymasmpa | 13 %

# Cmin mapynanupa | 31 %

# Cmax Napynasupa | 15 %

(1 xoHuentpaimu hasupensa
BCJIEJICTBHE  MHTHOMPOBaHMS
CYP3A)

(| xonuenTpanuu gapynasupa
BCJIEJICTBHE HHJLYKIHH
CYP3A)

ITpu npumenennn KoMOGHHAUMN

JapyHaBUP/PHTOHABHP B
couetaunu ¢ dasupensom
MOKET norpedoBaThHCH
KIIMHHYCCKH MOHHTOPHHT
TOKCHYHOCTH B OTHOUICHHH
HEHTPAJIbHOI HEPBHOH
CHCTEMBI, CBA3aHHBIHN c

NOBBILICHHON KOHUCHTpauuei
spasupensa.

Ipuem shasupensa B
codeTaHHH ¢ KomOMHaumei
JApYHABHP/PHTOHABHP B /03¢
800 mr/100 mr 1 pa3 B cyTkH
MOKET HPHBOAH TS K
CYOONTHMAIBHOMY  3HAYECHHIO
Cmin  JlApyHaBHpA. Ecnm
paBupens norpedyercs
[IPHHHMATL B  COYCTAHHH ¢
komOuHanmeii
JAapyHaBup/pHTOHABHD,
CHE/IyeT MCHOIB30BATL PEKHM
600 Mr/100 mr 2 pasa B CYTKH.

DTpaBHPHH
100 Mr 2 pasa B cyTKH

AUC stpasupuna | 37 %
Cumin 9TpaBupHHa | 49 %

Cumax 9TpaBupuna | 32 %

AUC pnapynasupa 1 15 %
Cmin JlapyHaBupa <«

Cumax lapyHaBupa «»

KoMOuHamio
JlapyHABHP/PUTOHABHD C
srpasupuroM 200 mr 2 paza B
CYTKH MOXHO HCIIOAL30BATH
0e3 KOppeKLHH A03bL.

Hesupanun
200 mr 2 pasa B cyTKH

AUC uesupanuna T 27 %
Cmin HeBHpanuua 147 %

Cinax HeBupanuua T 18 %

* napynaBup: KoHueHTpauHH

KomOunaiuio
JapYHaBHP/PHTOHABHD €
HCBHPAIIMHOM MOXKHO
HCIOJIBL30BATEL €3 KOPPeKIHH
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COOTBETCTBOBAIH
HCTOPHYCCKHM JITAHHBIM

(1 KOHIICHTpALIMK HEBHPAIIHHA
BCJIE/ICTBHE
CYP3A)

MHIrHOHpOBaH U

J103bI1.

Puimusupun
150 mr 1 pa3 B cyTku

AUC puwmusupuna 1130 %
Conin primusspuna 1178 %
Conax prmBuprna 1 79 %
AUC napynasupa «

Chnin lapynasupa | 11 %
Cmax JIapyHaBHpa «»

KomOunanuio
JapyHaBHP/pUTOHABHP C
PHIANHBHPHHOM MOKHO
HCIIOL30BATH 0€3 KOPPEKLUHK
J073bl.

Hu2ubumopur npomeasst BHY 6e3 oonoanumenvnozo npumen

CHUR HUIKUX 003 pumonasupat

Atazanasup
300 mr 1 paz s
CYTKH

AUC arazanasupa «»
Cmin aTazanasupa T 52 %
Cmax aTazanasmpa | 11 %
* AUC napynasupa <

# Cmin AapyHaBHpa >
* Cinax 1apyHaBupa «

ATaszaHaBup: CpaBHEHHE
arasaHaBHpa/PHTOHABUPA

300 mr/100 Mr 1 pas B cyTku
arazanasupa 300 mr pa3 B
CYTKM B COYeTaHHUM ¢
Japy HaBUPOM/PHTOHABHPOM
400 mr/100 mr 2 paza B cyTkH.

Jlapyuasup: CpaBHeHHE
JapyHaBupa/pHTOHABHPA

400 mr/100 Mr 2 pasa B cyTKH
C JlapyHaBHPOM/PHTOHABHPOM
400 mr/100 mr 2 pa3za B cyTkH
B COMCTAHHH C aTa3aHABUPOM
300 mr 1 pa3 B cyTKH.

KomGunanmio
JAPYHABHP/PHTOHABHD "
atazanasmp MOKHO
HCNONB30BaTL Oe3 KOPpeKIMH
J03bl.

HUuaunasup
800 mr 2 paza B cyTKH

AUC unamuasupa 123 %
Crin vuuHaBHpa T 125 %
Cmax HHIHHABHPA

*AUC napynasupa t 24 %

" Cin apyHaBupa 1 44 %

* Crnax mapynasupa 1 11 %
Hiannasup: CpaBHEHHE

HH/IMHABH P&/ PUTOHABHPA
800 mr/100 Mr 2 pasza B cyTkn

Hpn HCIIOIBL30BAHUH B
COYeTaHMn ¢ KomOMHauuek
JApPYHABHP/PHTOHABAD  MOXKET
norpebosarbes KOppeKuus
A03bl MauHasupa ¢ 800 mr
2 paza B cytku a0 600 mr
2 pasa B CYTKH B Clyuae
HENEePeHOCHMOCTH.
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€ HMHIMHABHPOM/JIAPYHARH-
pom/putonasupom 800  mr/
400 Mr/100 Mr 2 paza B cyTKH.

Jlapynasup: CpaBHeHHE
JlapyHaBUpa/PHTOHABHPA

400 mr/100 mr 2 pasza B cyTkn
€ IapYHABHPOM/PHTOHABHPOM
400 mr/100 Mr B coderanuu ¢
HHHasuposm 800 Mr 2 pasza g
CYTKH.

CaxkBuHaBup
1000 mr 2 paza B cyTkn

* AUC napymnarmpa | 26 %
* Couin NapyHaBupa | 42 %
¥ Cnax tapynaBmpa | 17 %
AUC cakpunasupa | 6 %

Cmin caxBHHaBupa | 18 %
Cinax cakBuHasupa | 6 %

CaxkBunasup: cpaBHCHHE
CAKBHHABHPA/PHTOHABHpPA
1000 Mr/100 mr 2 paza B
CYTKH H CakBHHaBupa/
JapyHasupa/puTOHABHpPA

1000 mr/400 Mr/100 Mr 2 paza
B CYTKH.

Japynasup: CpPaBHEHHE
Jl@pyHaBupa/pPHTOHABHpA

400 mr/100 mr 2 paza B cyTkn
H JIapyHaBHPA/pUTOHABHpa
400 mMr/100 Mr B coueTanuu ¢
caksHHasiupom 1000 Mr 2 pasa
B CYTKH.

Kombunanmio
JapyHaBHpP/PHTOHABHP
NPHMCHATH ¢

HC
PEKOMCHIYCTCH
CAKBHHaABHPOM.

Huzubumopst npomeaswt BHY - 6 couemanuu ¢ nuskumu dozanu pumonasupa’

Jlonunasup/putonasup
400 mr/100 mr 2 pasa B cyTkH

Jlonunasup/puronarup
533 Mr/133.3 mr 2 paza B

AUC nonunasupa 1 9 %
Cumin lonmnarupa 1 23 %
Crmax TOnMHaBHPa | 2 %
AUC napynapupa | 38 %*
Cumin MapyHasupa | 51 %}
Cumax @apynasupa | 21 %!
AUC nonunasupa «»
Cnin Tormnasmpa 113 %
Comax Onunasupa 1 11 %
AUC napynasupa | 41 %
Cumin RapyHasupa | S5 %

Beaencraue CHHKCHUS
KOHUEHTpaLuu (AUC)
JapynasHpa mHa 40 %
HOAXOASIIHE J103b1 ITOH

KOMOMHAIHMY HE YCTAHOBICHBI,
Takum  obpasom. cormectHOE
[IPUMEHEHHE KOMOMHALHH
JapyHABUP/PUTOHABHD ¢
KOMOHHUPOBAHHBIM
IPEHapaToM,  BKIIOUYAIONIHM
JIOTIHHABUD/ PUTOHABHD,




CYTKH

Crmax fapynasupa | 21 %

1 Hd  OCHOBaHHH He
HOPMAIH30BAHHLIX 110 Jl03€
3HauYeHHI

HPOTHBOIIOKA3AHO.

AHTAIT'OHHCTBI PEHENITOPOB CCRS

Mapasupox
150 mr 2 pasa B CyTKH

AUC mapasupoxka 1 305 %
Cumin MapaBupoka H/O

Cmax MapaBupoka T 129 %
Konuentpauun aapyuasupa u

PHTOHaBHpa COIIaCOBLIBAIINCH
C UCTOPHYCCKHMH JITAHHBIMH.

an INPHMCHCHHH B COYCTAHMUH

¢ KoMOMHaLHeH
JapyHABHP/PHTOHABUP J103a
MapaBHpOKa JIOJIKHA

coctaisitk 150 mr 2 paza B
CYTKH.

AHTATOHHCTBI al-AAPEHOPELEINITOPOB

Andyzozun

Ha ocnoBauun Teoperuuecknx
coobpaxenuii, npernapar
Japynasup JIOIKEH
NOBBIIIATH KOHIECHTPALIHIO
andysosuna B iwiasme (3a cuer
uurnbuposanus CYP3A).

OHOBpEMEHHOE  NIPHMEHEHHE
KOMOMHALMK

JIlapyHaBHP/PHTOHABHD "
andy303uHa NPoTHBOMOKA3AHO.

AHECTETHKH

Andentanun

He H3YHaI10Ch. B
merabonnime  andeHtanuna
YYAaCTBYET u3odepment
CYP3A, kortopbiii
HHruOupoBaTLCH
KoMOHHanne

JlapyHaBHp/pHTOHABHP.

MOXKET

[Ipu coBmecTHOM TpUMEHEHHH
c komOuHaLuei
JIlApYHABUP/PHTOHABUP  MOKET
noTpedoBaThCs CHHIKCHHE
0361 aneHTaHIa, a Takke
MOHHTOPHHI PHCKOB
JUTHTENIBHOTO HIH
OTCPOYEHHOT'O VIHETCHHS
JIbIXaHHS.

AHTHAHTHHA/IBHBIE / AHTHAPHTMHYECKHE ITPEITAPATbI

Jlusonupamun
Prexkaunng
MexkcuneTun
[Iponadenon

He H3y4aioch.
Ilpeanonaraercs, YTO
KOMOHMHAIMS
JapyHABHP/PUTOHABHD
NOBBICHT KOHUCHTPALMIO ITHX
AHTHAPHTMHYCCKHX
npenaparos B
(unrubuposanne
wiopepmentor CYP3A w/wmm
CYP2D6).

niasme

Heobxoanmo cobmosienne mep
HPEJIOCTOPOKHOCTH, Kpome
TOTO, peKOMeHyeTCs
MOHHMTOPUHI TepaleBTHYECKOI
KOHUEHTPALUHHK (NPH HAJIHYUU
TAKOH  BO3MOIKHOCTH)  9THX
AHTHAPUTMHUYECKHX
NpenapaToR MpH COBMECTHOM
NMPUMEHEHUH ¢ KomOunaumeii
JIapyHaBHP/PHTOHABHP.
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Amuoaapon
benpuin
Jponenapon
JIuaokaun (CHCTEMHO)
XHHAHH

[Iportusonoxazano
IIPHMEHCHHE KOMOHHAIIHH
JAapyHaBHP/PHTOHABHP ¢
AMHOIAPOHOM,
ApOHE1apoHOM,

Oenpuaninom,
JIHA0KAHHOM

Panonasun {CHCTEMHO), XMHHIMHOM WIH
PAHOJIAZHHOM.
Jlurokcun AUC jmrokcuna 161 % [Tockonbky JMIOKCHH
0.4 Mr o/tHOKpaTHO Conin nroxcuna H/O XapakTepHiyeTcs VIKHM
C™* aurokcuna 1 29 % TEPANCBTHYCCKHM
Ha30HOM, B ciyvae
(1 KOHUEHTPALMH JAHIOKCHHA foaa M, HIRE
3H 0 a
BCJICJICTBHE BepositHoro | HAHATCHHIA AL
HHTHGHPOBAHHA NalHEeHTaM, MOMY4aloUIHM
KoMOMHALHIO

P-rimkonporenna)

JapyHasup/pUTOHABUD,

| HePBOHAYATLHO

PEKOMEH/IYETCA  MCIOIB30BATh
MUHHMQIBHYIO  BOIMOKHYIO
103y JIMTIOKCHHA. Jlanee
cieayer [POBOANTE
AKKYPaTHYIO THTPALMIO 03B
JAHTOKCHHA ¢ HRIIBIO
JAOCTHKEHHS KENACMOTO
Kinnndeckoro  apdekra  ma
done OLICHKH obmero
KJIHHHYECKOTO
nauMenTa.

COCTOAHUA

AHTHEHOTHKH

Knapurpomuumn
500 Mr 2 paza B CyTKH

AUC kanaputpomuumna 1 57%
Cumin Knaputpomuumna 1 174%
Crnax K71apuTpOMHLIMHA T 26 %
" AUC napynasupa | 13 %

* Couin Mapynasupa 1 1 %

* Cmax tapynasmpa | 17 %

Konuenrpaumu 14-OH-
JIapUTPOMHILMHA He
BBIAB/ISIHCE [IPH COBMECTHOM
IPHMEHCHHH ¢ KoMOHHAUMCH
JAApYHABUP/PHTOHABHD

(T KOHUCHTpALMM KIAPHTPO-
MMIIHHA BCJIC/ICTBHE
uHrHOHpoBanus wiodepmenta
CYP3A u BO3MOKHOTO

Pexomenayercs cobuo1aTh
OCTOPOKHOCTE 1npu
COBMECTHOM NPHMCHECHHN
KIapHTPOMHIIHHA B COYCTAHHH
c komOuHaimeii
JAapYHABHP/PHTOHABHD.

PekoMmenosannyio J103Y
KJIapUTPOMHIIMHA Y TAIHEHTOR
¢ HapyueHueM QyHKUHH NOYCK
creayer BoIOMpaTh COIACHO

Huctpykimn no
MCAMIHHCKOMY  TIPHMEHEHMIO
KJapHTPOMHIHHA.
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HHrHOUpOBaHHs
P-rimkonporenna).

AHTHKOATI'Y/IAHTbBI
Anukcaban He wusywanoce. Cosmecthoe | [Tpumenenne KOMOHHALMK
Jlaburatpana sTekcunar NPHMCHEHHE KOMOMHAIIMK | JIapYHABHP/PHTOHABHP ¢ ITHMH
Pusapokcaban JIapyHABHP/ PUTOHABHD ¢ | AaHTHKOATYJISIHTAMH He
AHTHKOATYIAHTAMH MOKET | PEKOMEHIYCTCH.
TOBBICHTH HX KOHUCHTPAIHIO
(uurubupoBanune
uzodepmenta CYP3A w/uau
P-riaukonporenna).
Bapdapun He H3Y4aI0Ch. [pu | [lpn coBMecTHOM NpHMEHEHHH

COBMECTHOM TMPHMCHEHHH ¢
KoMOHHauHeii

JIapYHABUP/ PHTOHABHD
BO3MOMKHO H3IMEHCHHE
KOHLeHTpaly Bapdapuna.

Bappapuna ¢ KomOHHamHEH
JlapyHaBHP/PHTOHABHD
PEKOMEH/LYETCH  MOHHTOPHHI
MEKIYHAPOAHOIO
HOPMAJIM30BaHHOTO
otHowmenns (MHO).

ITPOTHBOCY/JOPOXHBIE IIPEINIAPATBI

denobapburan
@Qeunront

He usyuanocs.

®enobapbutan u  denuTonn
NPEANONOKHTEIBHO  BLI3OBYT
CHHXKEHHE KOHIICHTpaLni
JlapyHaBUpa ¥ PHTOHABMpA B
ia3Me (MHIyKIIs
pepmenton CYP450).

Kombunaimio

JlapyHaBHp/PHTOHABHD He
caeayer HPHMEHSTh B
COYCTaHHM ¢ ITUMH

JICKAPCTBEHHBLIMH CPEJICTBAMM.

KapGamasenms
200 Mr 2 paza B CYTKH

AUC kapbamazenmna 1 45 %
Cuin KapOamazenuua 1 54 %
Cumax Kapbamazerina 1 43 %
AUC jnapynaBupa «>»

Cumin Aapynasupa | 15 %
Cinax IApYHaBHpa <>

Koppekumu 10361 koMOuHamu

JAapyHaBHp/pHTOHABHP He
PEKOMEH/IYETCH. Eenm
norpedyercs COBMECTHOE

[PHMEHEHHE KoMOHHalum
JapyHaBHp/PHTOHARHD H
KapOamazenuua,  HeoOXoauM
MOHHTOPHHI  HOTCHUHATLHBIX
CBS3AHHBIX ¢ KapOaMazenuHoM

HEKeNnaTenbHBIX SARACHHNA.
Cneayer KOHTPOJIHPOBATh
KOHIEHTPALHIO

Kapbamasenuua, KpoMe Toro,
TpebyeTcs THTPAUMA ero J103bl
¢ HEeNbIO obecrnedyeHus
aJeKBaTHOrO  OTBCTA. Ha




OCHOBaHMH NOJIy4eHHbBIX
Pe3yIbLTATOR 103y
kapbamasenuna B IPHCYTCTBHH
KoMOuHHalMH
JIApYHABHP/PUTOHABHDP  MOXKET
noTpedoBaTLCA CHU3HTDL Ha

25 % - 50 %.

AHTHAENPECCAHTbBI

Iapokcerun AUC napokceruna | 39 % B ciyvae COBMECTHOIO

20 mr | pa3 B cyTKH Cumin napokcetuna | 37 % NPHMEHECHHS anTHaenpec-
Cimax NapokceTnna | 36 % CaHTOR c KoMOHHatuei

Ceprpainn
50 mr 1 pa3 B cyTkn

* AUC napynasupa <
# Cumin napyHarupa <
# Cmax lapyHaBupa «

AUC ceprpanuna | 49 %
Cumin ceprpamuna | 49 %

Cumax cepTpasinna | 44 %

* AUC napynasnpa <

* Cmin napynasupa | 6 %
* Cmax apyHaBHpa <

JlapyHaBUp/pHTOHABHD
PEKOMECH/IYEMBIM  TTOAXO0/I0M
ABJIAETCA  THTpAUHSs 03Bl
aHTHACIpeccanTa Ha
KJIMHHYECKOH
OLEHKH  OTBEeTa HA  9TOT
npenapar. Kpome Toro, 3a
HalHeHTaMH,  T0JIYHAIOIHMH
CTa0MIBHBIC J103bl
AHTHJICTIPECCAHTOR,  KOTOphIE
HAYHHAIOT TEepanuio
KoMOHHalHeH

OCHOBAHHH

JIapyHaBup/pHTOHABHP,
cueayer Habmojarn Ha
npeaMer oTBeTa Ha
AHTHJICTIPECCAHTHI.

AMUTPHITTHINH CosmecTroe npumenenue | [pu coBMeCTHOM NMpUMEHCHHN

Jlesunpamun KOMOWHAUMA KoMOHHALHH

HUmunpamun JlapyHaBHp/PHTOHABH] C | AapyHaBHP/PUTOHABHD C FTHMH

Hoprpuntuaun ITHMH  AHTH/ICNPECCAHTAMH | AHTH/ICTIPECCAHTAMH

Tpazozaon MOXKET [IOBBICHTD | PCKOMEH/IYETCA  KJIHHHYCCKHI
KOHIEHTPALHIO MOHHTOPHHI,  KpOME  TOro,
aHTH/ICTIPECCAHTOR MOXKeT noTpedoBaThes
(narubnposanne CYP2D6 | koppexins J103b1 THX
/i CYP3A). AHTH/ICTIPECCAHTOB.

ITPOTHBOI'PHBKOBBIE IIPEITAPATHI

Bopukonason He miyuanocs. Bopukonazon we  cmeayer

PHTOHABHp MOXeT CHHXKaTH
KOHUCHTPALIHIO BOPHKOHA301a
B asme (MHYKUHA
(bepmentor CYP450).

IPHMEHATL B COMETAHHH C
KoMmOMHaume

JIapYHABHP/PUTOHABHP 3a
HCKIIIOUEHHEM CJIyyaeB, Korja




Ha OCHOBAaHHH OLCHKH

COOTHOLICHHS 107b3a/PHCK
HeoDX0/IMMO npHMeHEHHe
BOPHKOHA30.1a.
Kerokonazon AUC kerokonazona 1 212 % | Ilpu HCIOJIB30BAHHH
200 mr 2 pasa B CYTKH Cmin KeTOKOHA301a | 868 % KOMOMHALHK
Cimax KeTOKOHA3012 T 111 % JIApYHABHP/PUTOHABHD
* AUC napynasupa 1 42 % HE00X0 MO cobioaarh

* Cuin AapyHasupa 1 73 %
* Cmax napynasupa 1 21 %
(uarudnposanue CYP3A)

OCTOPOKHOCTD, PCKOMCHIYETCS
KJAHHUYCCKHH MOHHTOPHHI.
Ecim  1pebyercs  coBmecTHOE
HNPHMEHCHHE, TO CYTOUHAs 1032
KEeTOKOHa30/1a  HEe  J0/DKHA
npesbiitats 200 Mr.

daykoHazon
Iozakonazon

He wsyuanocs. KomOGunanus
JIapYHaBHP/PHTOHABHD MOXKET
MOBBILLIATH KOHLCHTPALHIO
IIPOTHBOIPHOKOBBIX
fpenaparon B niaMe
(unrubuposanue P-
IIIHKOIIPOTEeHHA),
M03aKOHA30/1 HIH (IIYKOHA30:1
MOKET [OBBILIATE
KOHUEHTPALMIO  lapyHaBHpa
(uHrubupopanne
niopepmenta CYP3A).

Heobxoaumo cobmoaars
OCTOPOKHOCTL, PEKOMCHILYETCH
KIIHHUYCCKHH MOHUTOPHHT.

Hrpakonazon

He wm3yuwanocs. Cosmectnoe
CHCTEMHOE IIPHMCHEHHE
MTPAKOHA30/1a M KOMOMHALHH
JIAPYHABHP/PHTOHABHP MOXKeT
NOBBILATE  KOHUEHTPALMIO
JlapyHaBHpa 1 HTPAKOHA301a B
iame (uurubuposanme
wiopepmenta CYP3A).

Heobxommo cobimoaarn
OCTOPOKHOCTh, PCKOMCHYETCA
KJIHHHYECKNH MOHHUTOPHHT.
Ecau  1pebyercs  cosmecTHOR
[PHMEHEHHE, TO CYTOYHas J103a
UTPAKOHA301a  He  JIO/DKHA
npesbinarsk 200 mr.

Knotpumazon

He wsyuanocs. CosmectHoe
CHUCTEMHOE NpUMEHEHHEe
KJIOTpHMa3oia u koMOMHal Ml
JIApYHABHP/PUTOHABHD MOKET
MOBBILATE KOHILEHTPAIHIO
JlapyHaBHpa /mim
KJIOTpHMA30la B [Jasme.
AUC24 napynasupa 1 33 %

Ecan  tpebyercs cosmectHoe
NpHMEHEHHE c
KIOTPUMA30I0M,  HEOOXO0MMO
cobumojars OCTOPOKHOCTD,
PEKOMEHAYETCA  KIMHHYCCKHIl
MOHHTOPHHI .




(Ha OCHOBAHHH IONYJIALHOH-
HOIL  mozenH  dapmarkokuue-
THKH).

HTPOTHBOHOJATPHYECKHE HPEIIAPATBI

Kouaxuuun

He wm3ywanocsk. Cosmecthoe

NPHMCHEHHE KOIXHIHHA H
KOMOHHALMH
JAapyHABHP/PUTOHABHP MOKET
[OBBIIATH KOHIEHTPALIHIO
KOJIXHIMHA.
(Murubnposanne

nwsopepmenta CYP3A w/um
P-raukonporenna).

Ecim  1pebyercs
KoMOnHaHei
JAapyHABHP/PHTOHABHP y
NAUHEHTOB ¢

(yHKUMEH NeueHH WK 1oYek,

TCpaius

HOPMAILHOI

peKOMCHAYCTCH CHHIKCHHC
A03bE KOAXHIIHHA HIIH
MPHOCTAHOBJACHHE HpHEMa

1oro npenapara. Haunenram ¢
HapYIIEHHEM (PYHKINH TeYeHH
HIH HNPOTHBOMIOKA3AHO
KOJIXHIIHH B

1oueK
NPHMEHATE
KoMOMHalmei
JapyHaBHP/pUTOHABHP.

CoHCTau ¢

HTPOTHBOMAISIPHHHBIE [IPEITAPATbI

Apremerep/Jlymedantpun
80 Mr/480 mr, 6 103 uepes 0,
8, 24, 36, 48 1 60 yacos

AUC apremerepa | 16%

Cumin apTemMeTepa «

Cumax apTemetepa | 18 %

AUC  auruapoapreMu3nsnHa
1 18%
Cmm

L e

JUIHAPOApTEeMH3HHHHA

Conax AHIHIPOAPTCMHIHHKHA |
18 %

AUC nymedantpuna 1T 175 %
Cuin nymedantpuna 1 126 %
Cmax ymedantpuna 1 65 %
AUC nmapynasupa «»

Crmin fapyHaBupa | 13 %

Cimax JlapyHaBHpa «»

KomOunanms

JIAPYHABUP/PUTOHABHP  MOXKET
NPHMEHATBCH B COMCTAHMH C
apreMeTepoM/ IyMeanTpHHOM
03 KOPpEKIUMH JI03bI; TEM He

MeHee, BC/IC/ICTBHE
NOBBILECHUS KOHLECHTPALIHK
aymedanTpuna JaHHYI0
KOMOMHALHIO creayer

[IPHMCHATDE C OCTOPOKHOCTBIO.

HTPOTHBOTYBEPKY/IE3HBIE TPEIIAPATHI
Pudasrmumn He usywanoce. Pudanentun u | [pumencune pudanentiia ¢
Pudancnrun pudaMnuimy ABAAIOTCS | KoMOHHanmeit
MOTITHBIMH HHIYKTOpaMH | J1apyHaBup/pHTOHABHP He
usopepmenta CYP3A, oun PEKOMEHIYETCH.
BBI3BIBAIH BblpaskeHHoe | [Iporusonokasana
CHHKCHHE KOHUCHTpalHil | KoMOMHHpOBAHHAS Tepanus
JPYTHX HHIHOHTOPOB | pHdaMIHIHHOM c
nporeas, 410 MOKeT | KoMOHHaumei




HPHBOMTH K
BHPYCOJIOTHYECKOI

HEHPPEKTHBHOCTH H
Pa’sBHTHIO  PE3HCTCHTHOCTH
(MHIYyKuMs (epmenTon
CYP450). B xojae nonsrox
[PEO0ICTD CHHIKECHHE

KOHICHTPAIIHH  [IOCPCIACTBOM
[MOBBINICHHA ~ JIO3Bl  JAPYIHX

HHrHbUTOpOB  npotea: B

COYCTAHHH C HH3KUMM JI03aMH :

pHTOHABHPA, HElﬁﬁlK‘l}lHJIaCb
BBICOKAs 4acToTa peakuuii co
CTOPOHBI 1ICYCHH, CBA3AHHBIX
¢ pHOAMITHIHHOM.

JApYHABHP/ PUTOHABUP.

Pugabyrun
150 mr 1 pa3z B 2 qus

AUC** pudabyruna 1 55 %
Cumin** pudabyruna 1 H/O
Coax** pudpabyruna «

AUC papynasupa 1 53 %

Cumin JapyHasupa 1 68 %

Cmax 1apysasupa 1 39 %
**cymma AKTHBHBIX
NPoM3BOHBLIX  pHpadyTuna
(Hexoauelt npenapar + 25-0-
JAe3aUCTH/IBHBIT MeTaboNuT).
B HCCIICIOBAHMH
B3aUMOICHCTBHA
Habmoganucn
CYTOYHBIC CHCTEMHbIC
KOHUEHTpaltid  pudabyThna
npu upueme B Jjo3e 300 mr
Il pa3 B CVIKH B BHIC
MoOHOTepanuu 1 150 Mr yepes
JCHb B
KoMOuBatmeit
JIAPYHABHP/PHTOHABHP

(600 mr/100 mr 2 paza B
CYTKH) C [IPHMEPHO
JCCATHKPATHBIM VBEIHYCHHEM
CYTOYHOI'O YPOBHS aKTMBHOIO
meTabonnTa (25-0-
AesauetHapudadyruna).
Kpome 7toro, AUC cymmbl
AKTHBHBIX HPOUIBO/IHBIX

CpaBHHMbIC

COYCTAHHN C

[Mauuenram, HOJYYAIOIIHM
KOMOHHANHIO
JAapyHaBHP/pHTOHABHP,
PEKOMEHIYETCH CHHXKCHHC

103p1 pupabyruna na 75 % ot
o0bruoit o3 300 mr/cyr
(Haopumep, 150 wmr  uepes
JIeHB), a Takke 0oJee 4acThii
MOHHTOPHHT 1o
cBA3aHbbIX ¢ pudabyTtinom
HEKCIATENbHBIX  sBJIcHUIA. B
cayqae npobiem co CTOpPOHE! |
fezonacHocTH  HeoOXO0 MO |
paccMoTpeETh JasibHeiilnee
YBE/IHYCHHE HHTEPBAIA MEAILY
npuemaMu pudadyTuna w/um

MOBOJTY

MOHHTOPHHI  KOHUCHTPALHH
pudadbyruna.
Heobxoamumo H3VUHTD

OPHIHAIBLHBIC  PEKOMEHAALHH
o HaeKalen  repanuu
TyOepKyiesa y BHY-
HHQHUUHPOBAHHBIX NAIMCHTOB.
Ha  ochosanun  npodmis
Oe3onacHocTu KOMOHHALHH
AapyHABUP/PHTOHABHP

YBEIIHUYCHHE KOHUCHTPALHH
JapyHasupa na Qoue Tepanum
pudadbyrunom  He  1pebyer
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pudadyruna (HexoaHoro
npenapara & 25-0-
Jesauerniabioro merabonura)
noseicunack B 1,6 pasa, 8 10
Bpemst Kak  3Hauenme i
OCTABAJIOCH  CONOCTABMMBIM.
B Hactosee BpeMst
OTCYTCTBYIOT  JlaHHBIC 1O
CPAaBHEHHIO €O CTaHAAPTHOI
A030i1 150 Mr pa3 B cyTKH.

(Pudpabyrun SABISCTCS
MHIYKTOpOM 1 cyberpatom
usoepmenta CYP3A). Tlpu

COBMCCTHOM NPUMEHEHHH
KOMOHHALMK

JApYHABUP/PHTOHABHP C
pudabytunom (150 mr uepes
JICHB) nabnoaanoce
HOBBILICHHE CHCTEMHOI

KOHUCHTPAIMM JlapyHaBHpa.

KOPPEKIHH /10361 KOMOHHALHH
JlapyHaBUp/pHTONABHD. Ha
OCHOBAHNH
thapMakoKHHETHYECKOTO
MOJICTHPOBAHHUA Y10 CHHIKEHHE
1036l Ha 75 % Takke Kacaercs
HALHEHTOB, NOIYYAIOUINX
pudabyrun B no3e,
oTimyatomeiics ot 300 mr/cyr.

ITPOTHBOOIIYXOJIEBBIE IIPEITAPATbI

Jaszatnuud
Hunoruuud
Bunbnactuu
Bunkpucrun

DBeponuMyc

He H3YYaI0Ch.
[peanonaraercs, 4To
KOMOUHaIus

JAapyHasup/putonasup Oyuer
MOBBIATE  KOHUCHTPAIMIO
YTHX NPOTHBOONYXOJICBBIX
1npenaparon B asme
(MHruOupoBanHe
nzopepmenta CYP3A).

[Tpu coBMecTHOM NPHMECHEHIH
ITHX NICKAPCTBCHHBIX
npenaparos ¢ KomOMHaumeit
AApYHABUP/PUTOHABHD

BOIMOKHO  [OBBILIEHHE WX

KOHICHTpALIHH, TAKHM
o0pazom, BOIMOKHO
VBEIIHYCHHE  HEKEIaTe IbHbIX
SBJACHIH, 00BIYHO
HadJIOIaeMBIX 1pH
NPUMEHEHHH JIAHHBIX
JEKAPCTBEHHBIX CPCJICTB.
Heobxoanmo cobmoars
OCTOPOIKHOCTE 1npH

Ha3HAYEHHN  Kakoro-aubo u3
ITHX IIPOTHBOOIYXOJIEBBIX
Npernaparos B COYCTAHHH ¢
KOMOHHALMEH

JapyHABHP/ PHTOHARKD.
Cosmectoe [IPHMEHEHHE
IBCPOJIMMYCa ¢ KOMOHHAIHEH
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JapyHaBHp/pUTOHABHP He
PEKOMEHyeTCH.

AHTHTPOMBOIHTAPHBIE HPEHAPATbAI

Tukarpenop

He wusywanocs. CommectHOe
IPHMEHCHHE ¢ KOMOMHalMeH
JapyHaBUP/PUHTOHABHDP MOKET
NPHBOJMTL K CYLICCTBCHHOMY
MOBBILCHHIO  KOHICHTPaIUK
THKarpesiopa.

Cosmectoe IpPHMEHEHNE
KoMOMHanmH
JAapyHaBUP/pUTOHABHP ¢

THKarpeaopoM
IPOTHBOIOKA3AHO,

Pekomenayercs  lpuMeHeHHE
APYIUX aHTHTPOMOOLHTAPHBIX
MPenaparoB, Ha KOTOpblE He
BIHACT HHIHOMpPOBAHHE HJIM
unaykuus  CYP  (nanpumep,
npacyrpen).

AHTHITCHXOTHYECKHE IIPEIIAPATBI/HEHPOJIENITHKH

Kpernanun

He n3yuasiocs.

Ipeanonaraercs, 410
KoMOHHauus

JIlapyHaBUP/ PUTOHABHP
NIOBBICHT KOHUCHTPALIHIO
3TOT0  AHTHICHXOTHYECKOTO
npenapara B asme
(unrnbuposanne
n3odepmenta CYP3A).

CosmecTHOE nbumcueuuc
KOMOHHAIMH
JlapyHaBUpP/pUTOHABH] c
KBETHAIIHHOM
[POTHBONOKA3AHO, TMOCKOJIbKY
BO3MOKHO YBCIIHYCHHC

CBA3AHHOH ¢ KBETHANHHOM
TOKCHYHOCTH. Hosbienue
KOHUCHTpauuH KBCTHAIITHHA
MOXKCT MPHBO/IHTH K KOME,

[lepdenazun
Pucnepuion
Tuopunazun

Jlypazujon
ITamosna
Ceprunjion

He usyuanocse.
Ipeanonaraercs, 41O
KOMOMHAaLMA

JlapyHaBAP/ pATOHABHP
MOBBICHT KOHUCHTPALIMIO 3THX

AHTHIICHXOTHYECKHX
[penaparos B nnasme
(uurubupoanne
H30(epMEHTOB CYP3A,
CYP2D6 H/nim P-

IIMKOIPOTEHHA).

B ciryvae COBMECTHOTO
TPHMEHEHHS ITHX Npenaparos
c KOMOMHAIIHEH
JapYHABHP/PUTOHABHP  MOXeT
noTpedoBaThes CHHKEHHE HX
J03bI.

CosmecTHOC NpPUMEHEHHE
KOMOHHAIMH
JAapyHaBUpP/PHTOHABHD ¢

JAYPa3sHJI0HOM, ITHMO3HI0OM HIIH
CEPTHHJL0JIOM
HPOTHBOIIOKA3AaHO.
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BETA-AJJPEHOB/TOKATOPbI

Kapsemnon
Meronponon
Tumonon

He uzyuanocs.
Ipeanonaraercs, uro
komOunanms
JlapyHaBup/pHTOHABHP
TMOBBICHT KOHIUCHTPAIMIO ITHX
6era-aapenobaokaropos B
nnasme (MHHrudupoBanune
msodepmenta CYP2D6).

IIpu coBMECTHOM NPUMEHEHHH
KoMOMHAUMH
Japynasup/putonasup c Oera-
aipeHObIIOKATOPaMH
PEKOMEH/IYeTCS KITHHHICCKHH
mMoHuTopHuT. Creayer pelThb
BOINPOC O CHIKCHNH J1073bl
Oera-ajpenobiokaropa.

L/IOKATOPbI «ME/UVIEHHBIX» KAJIBIIHEBBIX KAHA/IOB

AMJIOAUTTHH He u3yuanocs.

Junrnazem MoKHO TpeAnonokHTh, YTO

Ddenoaunun KoMOnHaums

Hukapaunuu JApyHABHP/PUTOHABHD MOXKET

Hudemnmun MOBBICHTE KOHIEHTPALHIO

Bepanamun OGnokaropos UMEUICHHBIX »
K@IblMEBBIX  KAHAIOB B
nasme (uHrnbuposanue
n3opepmentos CYP3A w/unu
CYP2Do).

Ilpa coBMeCTHOM NpHMEHECHHH
ITUX npenaparon c
KOMOMHalmei
JlapYHABUP/PUTOHABHD
PEKOMEHYeTCH  KIAMHHYECKHIT
MOHHTOPHHI TEPAlICBTHUYCCKHX
1 1060YHBIX hheKToR.

I'/TIOKOKOPTHKOCTEPOH/[bI

I niokokopTHKOCTE PO IbI,

MeTaboIH3HpyeMble B
nepsyio odepear CYP3A (B
TOM DeTamerason,
¢bryTHKa3oH.

HYHCIIC
Oyaeconun,
MOMETa30H,
TPHAMUMHOIOH )

7

MKI

JIHE

1100poBosbIEB
CYUICCTBCHHOE
KOHIEHTpauHii  duiyTukasona
NPONHOHATA B IUIA3ME, B TO
BpeMs
IHAOTCHHOTO
CHHKAINCH

86 % (90 % nosepurenbHbIit
unrepsan 82 — 89 %). Ilpu
HHTIALMOHHOM [IPHMEHEHHH
¢ayrnkazona
Habmonarecs
BBIPaKEHHBIE

KakK

DiyTHKA30H: B KIMHHYECKOM
HCCTIENIOBAHUN, B
putoHasup B gose 100 mr B
Kancynax 2 paza B CYTKH
NPHMEHSIH B COYETAHWH C
npeaHn3on, | 50
NponHoHaTa
(4 paza B CYTKM) B TeueHue

KOTOpOM

dayTukazona
HHTpaHa3aIbHO

y 3710POBBIX
Hab/o1a10Cs
MOBBILLICHHE

KOHUEHTPAL{HK
KOpTH301a
NPHMEPHO HA

MOFYT
bonee
shpdekter. VY

Ilpn OJIHOBPEMEHHOM
[IPHMEHEHHH KOMOHHALIHH
JlapyHABUP/PHTOHABHP 7
[TIOKOKOPTHKOCTEPOHJIOB,
metabommupyembix  CYP3A
(nanpumep, (pnyrukazona
HPOIHOHATa  WIM  JPYIHX
HHTAIAHHOHHBIX HITH
HA3aIBHBIX

TIHOKOKOPTHKOCTEPOHIOB),
MOKET PHCK
pa3BHTHSA CHCTEMHBIX
sppexTon
IIIOKOKOPTHKOCTEPOH,I0B,
BKJIOYas cuuapom Kyummnara u
CYNPECCHIO  HAATNIOYEHHHKOB.
[Ipumenenue oanoBpeMeHHO ¢
metabommupyemsimn CYP3A
IJIIOKOKOPTHKOCTEPOHIAMH  HE
PECKOMEHAYCTCH, 3a
HCK/IIOYEHHEM CIIY4aeB, KOr/ia

BO3pacTars

NOTCHIHAIbHAg nojiab3a Ui
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HalHEHTOB, NOYHAKOLIHX
PHTOHABHP W (AYTHKA30H
HHTIALMOHHO HIH

HHTPAHA3AIBHO  OTMEYAIHCEH
CHCTCMHBIE
[HOKOKOPTHKOCTEPOHIHBIE
peKTh, BKMOHAS CHHIAPOM
Kymmura w  cynpeccuio
HANOYCYHHKOB.  Dddextni
BBICOKOI1 KOHUEHTPALHH
dayrHkazona Ha
KOHICHTPALHIO PHTOHABHPA B
1J1a3Me HEeH3BECTHBI.

Jpyrune
FIOKOKOPTHKOCTEPOHIBI:
JICKapCTBECHHBIC
B3aHMOAEHCTBUS He
w3ydanuchk.  Kouuenrpauun
ITHX [IPENnapaToB B IU1asMe
MOryT BO3pacTarh npu
OJIHOBPEMEHHOM PHMEHECHUH
KOMOHHAIMH
JlapyHaBHp/pHTOHABHP,
IIPHBO,LS K CHHKECHHIO
KOHIEHTPAIHH KOPTH30/1a B
ChIBOPOTKE.

HalMeHTa npesbinaer puck. B
TaKHX ciyyasx cieayer
HalmoAaTh 3@ NaUMCHTaMH Ha
ApeIMET CHCTEMHBIX pexToB
IIHOKOKOPTHKOC TEPOH/IOB.

Caenyer PACCMOTPETD,
0coDeHHO B cayvae
HEOOXOMMOCTH  JUINTEIBLHOTO
HPHMEHEHUS, AIbTePHATHBHBIC
FHOKOKOPTHKOCTEPOHIbI,

MeHee JABHCHMBbIC o1
smeTtabonnima CYP3A,
Hanpumep, OekioMeTas’oH Jus
HHTPAHA3AILHOTO Win
HHTIAIHOHHOTO TIPHMEHEHHSL.

Jlekcamerazon
{cucTeMuo)

He u3yuanoce.
Hekcamerason Mmoxker
CHHAKATH KOHUCHTpAHIO
JlapyHaBHpa B 1aMe
(MuayKkumns niodepmenra
CYP3A).

Jlekcamerason B KauecTpe
CHCTEMHOIO HIpenapara
CIHCAYeT NPUMEHSATS ¢
OCTOPOAKHOCTLIO B COYCTAHHH C
KoMOuHaueH

JApYHABHP/ PUTOHABHD.

AHTATOHHCTbI DHJAOTETHHOBBIX PELEIITOPOB

bosenran

He wm3yvanocsh. Coemectnoe
npuMenende  Oo3zeHTaHa ¢
KoMmOuHauuei
JApYHABUP/PUTOHABHP MOKET
NOBLILIATH KOHUCHTPALHIO
Oo3eHTana B 11a3Me.
boieHTaH MOXeT CHMXKATL
KOHUCHTPAIHIO JIapyHABHPA H
pPHTOHABHpa B iasMe
(nmuaykuns CYP3A).

Ipn COBMECTHOM IIPUMCHEHHH
KOMOMHALMH

JlapyHABHP/ PUTOHABHD
PECKOMCHAYCTCH MOHHTOPHHT
HCPCHOCHMOCTH Oo3eHTana.




AHTHBHPYCHBIE IIPEIIAPATBI IPAMOIrO JEHCTBHA JUIA TEPAIIHH

TF'ENNTATHTA C

Huzubumopunt npomeasor NS3-44

Tenanpesup
750 Mr kaxasie 8 yacos

AUC renanpesnpa | 35 %
Cuin Tenanpesupa | 32 %
Cumax T€Nanpesupa | 36 %
AUC)» napynasupa | 40 %
Cumin RapyHaBupa | 42 %
Cmax Japynasupa | 40 %

KomOunanuio
JApYHABHP/PHTOHABHD He
PEKOMCHYCTCS HPHMCHATL B
COMETAHHH C TEIaNPCBUPOM.,

bouenpesup
800 mr 3 pasa B cyTKH

AUC bonenpesupa | 32 %
Cmin Goutenpesupa | 35 %
Cmax Gouenpesupa | 25 %
AUC napynasupa | 44 %
Chmin Aapysasupa | 59 %
Cmax lapynasupa | 36 %

Kombunaiuio
JapYHABHD/PHTOHABUD He
PEKOMEH/IyeTCS MPUMEHSTL B
COYETAHUH ¢ BOLCIPEBHPOM.

Cumenpesup

AUC cumenpesupa T 159 %
Cumin cuMenpesupa T 358 %
Cmax cHMenipeBupa T 79 %
AUC papynasupa 1 18 %

Cmin 1apynasupa 1 31 %

Ciax lapyHaBupa «»

Jloza cumenpesupa B 9toMm
HCCIIC/I0BAHHM
B3AUMOJICHCTBUS  COCTABIIAA
50 Mr  npm COBMECTHOM
NPHMEHCHHH c
J@PYHABHPOM/PUTOHABHPOM H
150 MT B rpymme
MOHOTEpaniH CHMEIPEBUPOM.

Kombuuanuio
JlapyHaABHP/PHTOHABHP He
PEKOMEH/IYeTCS  TIPHMEHSATL B
COYETAHHH C CUMEIPEBUPOM.

OacBUp/rpazonpesup Ilpennonaraercs, gyro | KomOGunaumio
KOMOMHaLHs JapyHaBUP/PHTOHABHP
JapyHaBHpP/PHTOHABHD IPOTHBOIIOKA3AHO TIPHMCHATD
NOBBICHT KOHICHTPALKK | B COYCTAHHH ¢ KoMOWHaumeil
rpasonpesupa B 1iasme | rpasonpesup/snéacsup.
(uurubupoBanne
usopepmento  CYP3A u
OATPIB).

PACTHTE/IBHBIE HPEIAPATBI

3sepoboii npoasipssiennbii | He u3yuainocs. | KomOunaumio

(Hypericum perforatum) [Ipeanonaraercs, YTO | AapYHABHP/PHTOHABHD
38epob0il  IIPOABIPABICHHBII | IPOTHBONOKA3AHO  [IPHMEHSAT
Oyaer CHHXATb | B COYETAHHM C IperapaTamu,
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KOHUEHTPALMIO JIapYHABHPA W | COJEPHKALHMMU IKCTPAKT
pHTOHABHpa B masme | 3sepodos  1POABIPABICHHOTO
(unayxuus CYP450). (Hypericum perforatum). Eciu
natMenT yiKe noayyaer
38epo0Oil  NIPOJIBIPABICHHDIMH,
HEOOXOAHMO €10 OTMEHHThL H,
M0 BOIMOKHOCTH, TNPOBECTH
aHajim3z  YpPOBHS  BHPYCOB.
Kounenrpanus japynasupa (a
TAKKE PHTOHABHPA)  MOXKET
MOBBICHTLCA  NIPH  OTMEHE
3Bepo0Ost  NPOBLIPSBIACHHOIO,
Jlanuwiii HHYLHPYIOLIH
3pPeKT MOKET COXpPaHATHCH B
TEUeHHe 1o KpaiiHel mepe 2
HEJIe/h nocne OTMEHBI
3Bep0003 NPOALIPSABICHHOTO.
HHIHBHTOPBI 'MI-KOA-PE/]YKTA3bI
Jlosactatun He uayuanocs. [ToBbllucHne  KOHUEHTpaUMK
CumBacTaTii Ipeanonaraercs JoBacTaTdHa HIIH
3HAYMTENLHOE  MOBBILCHUE | CHMBACTATHHA B [J1A3ME MOXKET
KOHUCHTPALIMI JI0BACTATHHA W | BBI3BATH MHONATHIO, B TOM
CHMBACTATHHA B IUIa3Me NpH | uucie pabpomuonns.  Takum
COBMECTHOM TNpHMEHEHHH ¢ | oDpasom, COBMECTHOC
xKomOunaimei HpHUMCHEHHE KOMOHHALMHN
JlapyHaBHP/ pUTOHABHD JlapyHABHP/PUTOHABHP -
(narubuposanne JIOBACTATHHOM WM
mopepmenta CYP3A). CHMBACTATHHOB
[POTHBONOKA3AHO,
ATOpRacTaTHH AUC aroppactatuna 1 B B cllydae NPHMEHEHHS

10 mr 1 pa3 B cyTkH

3-4 paza

Chmin aTOpBacTaTHHA T B
=5,5-10 pa3

Cmax aTopBactatina | B
=2 pasa

* napynasupa

aTopBacTaTHHa ¢ KoMOHHaUHeH
JIAPYHABUP/PHTOHABHP

peKoMeHyeMas Hava/ILHas
J103a aropBacTaTHHA
10 Mr 1 pa3 »

BosmoxHo

cocTaBnser
CYTKH.
focreneHHoe
03kl aTopBacTaTHHa B
COOTBETCTBHH € KJIHHHYECKHM
OTBETOM.

HOBBITICHHC

IlpaBactarun
40 Mr oIHOKpATHO

AUC npasactatuna T 81 %'
Cumin npasactatuna H/O
Cmax npaBactatiaa 1 63 %

Eciu  tpebyercs coBmecTHOE
[PUMEHEHHE [IpaBacTaTHHa ¢
KoMOuHalMeH




¥ B orpannueHHON
CyOnonyIsumy nauueHToB
HabmoAa10Ch yBe/THYEHHE 10
5 pas.

JapyHaBHp/pUTOHABHD,

PEKOMEH/IYeTCS  HAuMHATh ¢
MHHHUMAILHOH BO3IMOKHOMN
J03bl paBacTaTHHA ¢
TATpauMeil 10 KenaeMoro
KIuHuYeckoro  ospdexkra ¢
MOHHTOPUHIOM Ge30MacHOCTH.

PosyBacratun
10 M1 1 pa3 B cyTkH

AUC posysactatuna 1 48 %!
Cuax po3yBactaruua 1 144 %
I ocrosanun
onyOIMKOBAHHBIX JIAHHBIX.

Ecim  tpebyercs  coBMecTHOe
IIPUMEHCHHE PO3yBacTaTHHA C
KoMOuHaumei
JApYHABUP/PHTOHABHP,
PEKOMEH/IYETCH  HAMMHATE ¢
MHHHMAIBHOI BO3MOKHOIH
7103l polyBactaruHa ¢
THTpALHel  JI0  KeJaeMoro
KJIMHHYecKoro  adipexra ¢
MOHHTOPHHTIOM O€30NacHOCTH.

B/IOKATOPbI H;-T'HCTAMHHOBBIX PELEINITOPOB

Panuruanu
150 mr 2 paza B cyTkn

# AUC napynasmpa «»
* Cin MapynaBupa «
* Conax apyHaBHpA >

KomGunaipo
JAPYHABHP/PHTOHABHD  MOKHO
l"lpHMC!iﬂTb B CcoucranuMy ¢

Onokaropamu  Ho-rucramuno-
BBIX pelenTopos Oe3
KOPPEKIHH J03bl.
HMMYHOCYIIPECCAHTbBI
Iuknocnopun He wiyuanoce. Konuenrpauns | B ciayuae COBMECTHOIO
Cupoanmyc THX  HMMYHOJICHPECCAHTOB | IPHMEHEHHA  PEKOMEHYETCH
Takpoaumyc [OBBICHTCS [IPH COBMCCTHOM | TEPANICBTHYCCKUIT MOHMTOPHHT
[IPHMCHEHHH ¢ KOMOMHALMEH | KOHIIEHTpaliu
JIapyHABHP/PUTOHABHP HMMYHOCYIIPECCAHTOR.
(uuruduposanue 3
n3ohepmenta CYP3A).
IBEPOITHMYC CosmectHoe IPHMCHCHHE

IBEPOIMMYCA ¢ KoMOHHanmei

JAapyHaBUP/pHTOHABHD He
PEKOMCH/IYCTCH.
HHIAJIAIIHOHHBIE BETA-AJPEHOMHMETHKH
Caamerepon He wmsyuanocs. Cosmectnoe | CoBmectHoe [IPHMCHCHHE
NPHMCHEHHE CalMeTepoia M | caaMeTepola ¢ KomMOHuarmed

JapYHaBHpa ¢ HU3KHUMH
A03aMH - PHTOHABHPpA  MOKCT
HPHBCCTH K HOBBHICHHKO

Jlapy HaBHP/ pHTOHABHP
pekomMenyercs. B pesynbrare
HCHOJIB30BAHUA ITOM

HC
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KOHUEHTPAIMH caiMeTepoia B | KoMOnHauuu BO3MOAKHO
1nJasme. MOBBIIIEHHE PHCKA Cep/IcyHHO-
COCY/JIMCTBIX  HEIKEIATEIbHBIX
SiBJICHHIT, CBS3AHHBIX c
CAIIMETEPOIIOM, BKJIIOYas
yvuimHenne  unrtepsaia  QT,
cuabHoe  cepaucOuenue M
CHHYCOBYIO TAXHKAP/IHIO,
HAPKOTHYECKHE AHAJIBIETHKH / TEPAITHA OITHOHJIHOH 3ABHCHMOCTH
MeTanon AUC R(-) merazona | 16 % B HAvAJIC COBMECTHOIO
HHJ/IMBHJIYa/IbHBIC JI03b! B Cuin R(-) MeTaziona | 15 % NpUMeHeHHs ¢ KoMmOuHaumei

jaManasode ot 55 no 150 mr
1 pa3 B cyTkn -

Cmax R(-) metazona | 24 %

JIApYHABHP/PHTOHABHP

KOPPEKIMA /10361 MCTA/10HA HE
Tpedyercd. Tem He Mmenee, B
ciyyae COBMECTHOTO
NPHUMEHEHUA HA [POTSHKCHHH
Oojlee  JUIMTENLHOrO Mepuo/a

BpEMEHH, MOXKET
noTpeboBaTLC  YBEIHUYCHHE
JI03b1 METa/10Ha. Takum
obpazom, pEKOMEHYETCS
KJIHHHYECKHH MOHHTOPHHI,
MOCKOJIBKY ¥ HEKOTOPbIX
MNALHEHTOR MOKET
HoTpedoBaTLCH KOppeKIHs

NOVIEPKHBAIONIEH Teparuu.

Bynpenopuu/uanokcon
8 Mr/2 Mr — 16 mr/4 mr 1 pas
B CYTKH

AUC 6ynpenopduna [11 %
Comin Oynpenopduna «
Cmax Oynipenopduna | 8 %
AUC nopbynpenophuna
146 %

Cumin HOpOYHIpenoppuna 1
71 %

Cmax HOpOYNpenopduna 1
36 %

AUC nanokcona «

Cmin Hat0KCOHa H/O

Cinax HUIOKCOHA

Knununyeckas 3HAYHMOCTL
YBEIHYCHHS 1APaMETPOB
(hapMaKOKHHETHKH
HopOynpenopduHa He
VCTAHOBJICHA. [Mpn
COBMECTHOM  NPHMCHCHHH ¢
KomOuHanmuei
JApYHABUP/PUTOHABHD
KOppeKIus J103bl
Oynpenopdpuna  MoxeT  He

i']uwpeﬁonancn‘ TEM HC MCHCe.
PCKOMEHAYETCS  TIHATE/IbHbIN
KIHHHYECKUH MOHHTOPHHI Ha
MpeJIMET CHMITTOMORB ONHATHOH
TOKCHYHOCTH.

ICTPOTEH-COAEPKAIIHE KOHTPAIIEINITHBHBIE ITIPEITAPATBI

DTHHHIDCTPAIHON !

AUC srunnmerpaauona |

] Ecmn ICTpOreHcoAepKalue
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Hoporunapon 44 %

35 MKr/1 mr 1 pa3 B cyTku Chin ITHHIIICTPA/MONA |
62 %

Cinax STHHHIDCTPaARONA |
32%

AUC nopaturapona | 14 %
Cmin HOpYTHHPOHA | 30 %
Cinax HOPITHHAPOHA <>

KOHTPALENTUBBl MPUMCHSAIOTCS
B CcoYeTaHun ¢ KomOuHaumuei
JlapYHABUP/PHTOHABUD,
PEKOMEHAYeTC S
UCIIOJIBL30OBAHHE

ATLTCPHATHBHBIX Hin
JIOTIOJTHHTEJILHBIX CPeJICTB
KOHTpAUCIIHH. 3a
NALHEHTKAMH,  [10J1YHAIOIIHMH
2CTPOreHb B KadecTse
FOPMOHO3aMECTHTEILHOM
Tepanuu, HeoOX0IHMO
HaOMoOAaTh Ha npejamer
CHMIITOMOB ICTPOrCHOBOI
HEIOCTATOMHOCTH.

HHTHEHTOPBI ®OCPOAHICTEPA3BI 5 THIIA (®]]3-5)

JUst edeHus HpeKTHIBHOI B HCCIIeI0BAHNH
JAMChYHKIHH B3anMoeiicTems’

Apanadun CONOCTABUMBIC CHCTCMHBIC
Cunnenadun KOHUEHTpAlMH  cHiyteHaduia
Tazanagun Hal/o1a/THC b nocie
Bapaenagun OJIHOKPATHOTO npHeMa

cuaenadmia B o3¢ 100 mr g
BHJIE MOHOTEpAliH H B JIO3e
25 Mr B COMETaHHH ¢
KoMOuHauue
JapyHaBHp/pHTOHABHP.

Ilpumenenne  asanaduna B
COYETAHMM ¢  KoMmOHHalHEH
JapyHaBHp/pUTOHABHD

NIPOTHBOIIOKA3AHO, Hpyrue
narubutopsr  ®J13-5  ans
JICUEHHU IPEKTHJILHOH

AMCPYHKIMH B COYETAHHH ¢
KoMOuHaluei

JApyHABHP/PHTOHABHD ClIE/LyeT
NPHMEHATH € OCTOPOKHOCTHIO.
Ecam  nokazano coBmecTHOE

NPHMCHCHHE KOMOHHALHH
JlapyHABAP/PUTOHABHD c
cujieHadmnom,

BapjeHa(HIOM HAH

TalanaduiIoM, peKOMEeHyeTcs
npueM cHaaeHaduIa B pazoBoii
Jo3¢ He Bbuue 25Mr 3a
48 wvacos, BapjeHaduia B
pa3oBOil Jl03¢ He Bhime 2.5 Mr
3a 72 waca wiu tazanaduna B
pazoBol Jio3e He Benue 10 mr
3a 72 yaca.

Hng  newenus  sierounoii | He wusyuwanock. CoBmectHoe

apTEPHATLHON  IHICPTEH3NH | IPUMCHEHHE  CiieHadmIa
Cunaenadun HIH Tazanaduia B KadecrTse
Tazanadun NpenapaToB  [Ulg  JIeUeHHs

besonacnas u  sddexTnnnas
a03a cHneHaduna JUIS
JIe4eHus JAETOMHON
aprepHalILHON FHIIePTEH3UH
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JICTOYHOI aprepHanbLHoil
IHOEPTEH3HH U KomMOuHAUMH
JapyHABUD/PHTOHABHP MOKET
HPHBOAMTL K [TOBBILCHIIO
KOHUEHTpalMKH  ciienaduia

HIIH 'i‘ﬂﬁa.fla(bl'!}lﬂ B ILIA3Me.

IPH PHMEHEHHH B COMCTAHHM
C KoMOHBaLuei
AapyHaBup/pHTOHABHP HE
yeranonnena.  llorenunansuo
BO3MOKHO
CBA3AHHBIX ¢  CHICHAPHIOM

VBCIIHYCHHEC

(Murubuposanine  depmenta | HekenaTeNbHBIX ABJICHMI

CYP3A). (BKIIIOUAs IPHTEABHBIC
PaccTpoOHCTRA,  THIOTCH3HIO,
JUIMTEILHYIO  JPEKIHID |
CHHKOMAILHOE COCTOSIHHUE).
Takum obpaszom, coBMmecTHOC
HPHMEHEHHE KOMOHHAIMH
JIapYHABHP/ PUTOHABHD "
CHAZeHadMAA  JUIA  JICYEHHS
JICTOYHOI apTepHANIbHOIN
rHOEPTEH3HN
HPOTHRONIOKA3AHO.,
Cosmecthoe IPUMCHEHHE
Tajanaduia Ui JieMeHus
NErovHoMH apTrepHaIbHOMN
FHOEPTCH3MM ¢ KomOMHaimeii
JIAPYHABHP/PHTOHABHD HE
peKoOMeHyeTCS.

HHIHEHTOPBI HPOTOHHOH ITOMIThI _
Omenpazon * AUC napynasupa «» KomGunauuio

20mr 1 pa3 B CYTKH

" Cin IaPYHABHpaA >
¥ Cnax JApYHABHPA <

JAPYHABHP/PHTOHABHP MOMKHO
IPHMEHATL B COMCTAHMM ¢
HHIHOHTOpamMu
HOMITbI 5€3 KOPPEKIHH J103b1.

HPOTOHHOH

CEJIATHBHBIE / CHOTBOPHBIE ITPEITAPATHI

bycnupon
Kiopaszenar
Jlnazenam
erazosnam
Daypazenam
Munasonam
(napeHTepaILHO)
3onmnuaem

He wiyuanoce.
Cenarusnpie/cHOTBOPIbIC
HpeHaparsl B 3HAYHTEILHOM
odbeme  meraGommu3upyloTes
HiohepMenTom CYP3A.
CoBmecTHOC TipHMenenue ¢
KoMOuHaIMeH
JAPYHABUP/PHTOHABHP MOKET
BBI3BATH
NoBbILIEHHE

FHAYHTC/ILHOE
KOHUIEHTpAauuy
ITHX penaparos.

Ilpu coBmecTHOM npuMeHeHun
KOMOHHauMH
JIAPYHABHP/PHTOHABHP € YTHMH
CeATHBHBIMH/CHOTROPHBIMH
CpeACTBAMH
KJTHHHYCCKH I

PEKOMEHYETCH

MOHHTOPHHT,
KpOME TOro, ClIejyer peluuTh
BOIIPOC O CHHIKECHHH JI03bI DTHX
[ipenaparos.
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Ipu COBMECTHOM
NPHMEHEHHH MH/1a301aMa
napeHTepaiIbHO c
KoMOuHammei

JlapYHaBHP/ PHTOHABHD
BO3MOKHO IHAYUTEIBHOE
MOBBIUCHHE  KOHLEHTPALMH
ITOrO Oen30/HazenuHa.
HJaunpie  mo  comecTHOMY
HPHMEHEHHIO MUJIa301aMa
NapeHTEPAIbLHO ¢ JAPYTHMH
HHrHOHTOpaMK npoTeasbl

YKa3biBalOT Ha BO3MOXKHOCTD
HOBBILIECHH
MHa30/1aMa B
3-4 paza,

KOHLEHTPAILHH
niasMe B

Ecau MHJIA30J1aM
HapeHTePAILHO Oyaer
HPUMEHATBCS B COYCTaHMM ¢
KoMOMHaumei

JIApYHABHD/ PHTOHABHP,
JICYEHHE HeoOX01HMO
HAYHHATE B VCITOBHAX
OTACTCHIA HHTEHCHBHOI
tepanun - (OMT)  wam
AHWIOIHYHBIX  VCIOBHAX, B
KOTOPBIX MOKET ObITD
obecrieuen THATeILHBIH

KAHHHYCCKHIH MOHHTOPHHI H
Ha/lJIekalas Tepanus B Clyyvac

YIHCTCHUS ABIXATCIBLHOTO

HCHTPA M /HIH  JUIHTENLHOMN
cepaunn.  Chaeayer  peluTh
BONPOC O  KOPPEKIHH 03I
MHIa30]1aMa, B OCOOCHHOCTH B
CIy4ae  NPHMCHCHHS  3TOro
npenapara Oosee uem
OAHOKPATHO.

Muaasonam (nepopanbno) [pumenenne KOMOHHAIMH

Tpuazonam AapyHaBHpP/pHTOHABHP C
TPHA30IaAMOM HITH
MIIA301aMOM nepopaIbHO
HNPOTHBONOKA3AHO.

T Addexrusrocts u GezonacHocTs upenapara Jlapynasup ¢ putonasupom 100 Mr u moGbiMu

Apyrumu uuruGurtopamn  BUY (naupumep,  (doc)amupenasupom, HenduHasupom  u

Tanpanasupom) y BHY-uuduuupoBanueiX nammenton He yeranosiena. CorjacHo Tekymmum
PEROMCH/IAIHAM 110 JICHCHHIO, TEPaNis, BKAIOYAIOMAs 2 MHPHOHTOPA NIPOTeaibl, Kak NPaBuIIo, HEe

PCKOMER/IVeTCH.

Ocobrie ykazanun

Maumentos HeoGxoaMMo NponHGOPMUPOBATL O TOM. 4TO COBPCMEHHBIC AHTHPCTPOBHPYCHBIC
fipenaparibl ne uineunsaior BUY-undekuno u ve npenorspamaior nepenasy BUY, B tom uncine

nonoseiM - nytem.  [laumentam  ciieayer  paspiCHHTL  HEOOXOAHMOCTE coOm01eHMs

COOTRETCTBYIOUHX Mep NPCAOCTOPOKHOCTH.

40




JlapyHaBup NpPeMMYIIECTBEHHO CBS3BIBAETCS € alb(a-1-KHC/IBIM IVIMHKONPOTEHHOM  I1JIa3MBI.
Crenens CBA3LIBAHUS 3aBUCHT OT KOHIIEHTpallHH cBOOOHOTO aib(a-1-KHCIoro NIHKONpOTEHHa.
Takum 00pa3om. Helb3s MCKIIOYATH BIAHAHHE npenaparos ¢ GOJALLIMM CPOACTBOM K ajibga-1-
KHCIIOMY [JIMKONPOTEHHY ILIAa3Mbl HA KOHLEHTPAIHIO ¢BOOOAHOIO jJapyHaBHpa.

Hoxcunote nayuenmuot

Mudopmauns o jnedeHHH KOMOMHAIMEH JapyHaBHP/PUTOHABHD NAUMCHTOB B BO3pacte 65 ner
crapilie BecbMa OrpaHuueHa, HeoOXoJAHMO colmoAaTh OCTOPOKHOCTL NPH JICUYEHHH TAKHX
ManueHToB npenaparom JlapyHaBup, oCKOJIbKY Y HUX Hallle BCTpedaeTes AMCQYHKIHS NEHeHH 1
OHH Hallle CTPAAAIOT CONYTCTBYIOUIMMH 3a00/IeBaHMAMH WM TIPHHHMAIOT KOMOHHHPOBAHHYIO
Teparnuio.

AbcomoTHas OHOAOCTYITHOCTE 110CAe pazoBoro npuema 600 Mr JapyHaBHpa COCTABHIA TPUMEPHO
37 % n ysenmuuiack npumepto jo 82 % nocie npuema aapysasupa B KomOunaimu co 100 Mr
putonasupa Asa pasa B cyTkH. Cymmapublii >Qdext yayuinenus (papMakoKHHETHKN J@pyHaBupa
PUTOHABHPOM BBIPA3WICH NPUMEPHO B 14-KPaTHOM YBEJIHYCHHH KOHIECHTPALMH JlApyHABHpa B
[IasMe 1nocjie npueMa ool jo3bl sroro npenapara (600 mr) B komOumaumu co 100 wmr
puTOoHaBHpa /JBa pasa B cyTkH. Takum oOpasom, npenapar Jlapynasup HeoOX0AMMO NPHHUMATD
TOJILKO B KOMOMHaUMM ¢ HU3KOH J1030i1 puTOoHaBupa B KavecTBe (hapMAKOKHHETHYUECKOIO
YCHIIHTEIA.

[losbunenue ykasanHoi /1031  PHTOHABHpAa HE NPUBOAHT K 3HAYHMOMY  YBEJIHYEHHIO
KOHUEHTPAUMK JlapyHaBHpa B I[UIa3Me, M MOYTOMY JI03Y PHTOHABHPA HE PEKOMEHIYETCs
MOBbILIATS.

Tabaerkn Jlapynasup (no3uposku 400 mr, 600 Mr) coaepikar KeaTblil KpaCHTEIb «COMHEYHbI
3akat» (E110) 4 noaToMy MOIyT BBI3LIBATE QIICPIHYCCKHE PCAKIIHH.

bepesennocme

Ilpenapar Jlapynasup cieayer HCnolib3oBaTb BO Bpemsi OEPEMCHHOCTH TOJNLKO B TOM Clyuae,
€CIIH MOTEeHUHATBHAS (10163 [IPEBBILIACT BO3MOKHBIH pHcK. [IpH COBMCCTHOM NPHUMEHCHMH €
npenaparamMi, KOTOPbIE MOTYT NPHBECTH K CHHAKCHHIO KOHIIEHTPAIHHK lapyHaBHpa ¥ GepeMeHHbIX
HKCHILMH, cie/1yeT coOMoaarh OCTOPOKHOCTh.

Koocnvie Peaxyuu MANCEIOU CMEReHU

Y 0,4% naumenTos npu npueme npenapara Jlapynasup Goutn 3aHKCHPOBAHBI KOKHBIC PEaKIMH
TAKEIOH  CTENEHH, KOTOPbIE MOIYT CONPOBOANATHCH JIMXOPAIKOH W/HIH  YBEAMUCHHEM
AKTHBHOCTH MCYCHOUHBIX Tpancamunas. DRESS cunapom (nekapersennas cuink ¢ 203unoduimeii
M CHCTCMHBIME POSBICHHAMHI) 1 cHupom Crusenca-/bxodcona Gpukcuposaics peako (< 0.1%).

B INOCTPErHCTPAIHOHHOM HIEPHOJIE coobmanocs o Pa3sBHTHH TOKCHYECKOI'O DIIHACPMAIBHOIO
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HCKPO/IH3a B OCTPOTro FEHEPATH30BAHHOIO 3K3aHTCMATO3HOIO 1IyCcTviiesa. HpH BO3HHKHOBCHHH
IIPHIHAKOB HJIH CHMIITOMOB KOMHBIX pCﬂKuHﬁ TSKEI0H CTeneHu (CbHIb THHKCAOTO TCHCHUA HJIH
CbIlb, COHPOBOK/IaACMasn nuxopanxoii, (]6[1(11!%1 HEJOMOIaHHEM, YCTANoOCThIO, Oo/IsIMH B Mbliax
HJIH CYCTaBax. BOJIbIPAMH, HOPAKCHHUAMH pOTOBOﬁ NOJOCTH, KOHBIOHKTHBHTOM, I'CHATHTOM
wunn oosunoduiamedl w o ap.) npuem npenapara  JlapyHaBHp HEOOXOAMMO  HEMEUICHHO
NPEKPATHT.

Crink yame nabmofanachk y NauHEHTOB, PaHee NMOIYYABIIHX aHTHPETPOBHPYCHYIO TEPanuio
NPHHAMAIOIIHX  OJIHOBPEMEHHO  PANTErpaBUp H  KOMOHHALMIO JApYHABHD/PUTOHABHP 1O
CPABHCHHIO C HAMCHTAMH, NOJIYYaBIUHUMH O OTACJIBHOCTH PAITTErpaBup HIH KOMﬁHlIaLiHlO
JapyHaBHP/pHTOHABUP.

Japynasup  coaepxut cynndonamuanyio rpynny. Ilpumenenwe npenapara Jlapynasup
NALHEHTAMH ¢ A/UIEPruei Ha CyIb()OHAMHIBI JIOIIKHO TPON3BOAUTLCS ¢ OCTOPOKHOCTHIO.

Hayuermer ¢ convmemeyiowjumu 3aboieeanusmu

Hayuenmuor ¢ 3aborecanusmu nevenu

JlanHbie 110 NPUMEHEHHMIO KOMOMHAUMM JAPYHABHP/PHTOHABHD Y HALMEHTOB C TSKEIbIM
HApYUWICHHEM  (DYHKUMH  [IeYeHH  OTCYTCTBYIOT,  CJIeJ0BATENbHO, JaTh  CHCHUH(HUECKHE
PCKOMCH/IALHHT 110 JIO3HPOBAHHIO HE TPEJICTABIACTCH BOIMOKHBIM. OCHOBBIBASCH HA JAAHHBIX, YTO
cTabuiibHbE (APMAKOKMHETHYECKHE NAPAMETPLI PN [IPHMEHCHHH JapYHABHPA Y NANMCHTOB ¢
JICTKHM H YMEPCHHOH CTeneHH HapywenueM (ynkumu nevenu (kiace A u B no Yaitaa-ITeo)
CPAaBHUMBI C IAPAMETPAMH Y 3/I0POBBIX JIHL, KOPPEKLMH J103bl MALMEHTAM ¢ JICTKOH ¥ YMEPEHHOI
CTeNeHH HapyleHusMu GysKkunu nevend (kaace A u B no Yaiina-11si0) e tpeGyeres.
lenamomorcuunocmo

Ilpn  npuMeHeHMH KOMOWHAUMM  JIapYHABHD/PUTOHABHD BOIMOKHO pasBHTHE IelAaTHTA,
BLI3BAHHOTO  NPUMCHCHMEM  JICKAPCTBCHHBIX NPENapaTtoB (HanpuMmep, OCTPbIi  renarwr,
UHTONHTHYCCKHH  renatut). lenatut  wabmonancs y 0.5 % naumentoB, nosydarommmx
KOMOHHHPOBAHHYIO TCPAIHIO APYHABHDP/PHTOHABHP. Y MALMEHTOB ¢ HAPYILICHHAMH dyHxumn
[CUCHH, B TOM YHUCIC ¢ XPOHMYECKHM aKTHBHBLIM renatutoM B win C, MMECTCH HOBBILLICHHBI
PHCK pasBUTHS TSKENBIX TODOUHBIX P PEKTOB CO CTOPOHBI NEYEHH.

Heo0X0AHMO 1POBO/IMTE MOHHTOPHHI COOTBETCTBYIOUMX J1abOPATOPHBIX MOKa3aTe/eit nepes
HA3HAYCHHEM KOMOMHMPOBAHHON Tepanum JapyHaBHP/PUTOHABUD M BO BpeMms Jieuenns. Caeayer
paccMOTpeTh  BO3MOKHOCTB KOHTpoJist yBeaudenus aktuBHoctd ACT/AJIT v naumentor ¢
XPOHHYECKHM TEIATHTOM, HPPO3OM HIH Y NAIMCHTOB, ¥ KOTOPBIX HabMIONa1ach MOBBILUCHHAS
aKTHBHOCThL TPAHCAMHUHA3 [EPE/I HAYATIOM TEPANHK U, 0COOCHHO, B TEYCHHE NEPBBIX HECKOIbKHX

MecsLeB KOMOHHUPOBAHHOI Tepanuu KoMOHHalHeil JapyHaRHp/pHTOHABH.
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B ciyuae oOnapyxenus HapyuieHnit hyHKIHH CYeHN WM YXYIICHHS HX THKECTH (B TOM YHCIIC
KIHHHYCCKH  3HAYMMOC  YBCIMYCHHC AKTHBHOCTH TEUCHOUHBIX (EPMEHTOR W/HIH  TAKHX
CHMIITOMOB. KaK yCTlIOCTh, dHOPEKCHH, TOLIHOTA, KEJITYXa, MOuYa TEeMHOro IiBeTa,
00JIe3HCHHOCTD TIPH NIAILNALMI [EYEHH, TeTaTOMEralius) CICAYeT PacCMOTPETh BO3MOKHOCTD
NPEPbIBAHES WIH OTMEHBI TEpPaHn KOMOMHALMEH JapyHABHP/PHTOHABHP.

Hayuenmul ¢ 3ab6oresanuimu novex

Tlouku HrpaloT HE3HAUMTENbHYIO POJb B KIHPEHCE JApyHaBHpA, H M0ITOMY V NAIHEHTOB ¢
3a00/1eBaHHAMH 1104CK OGLMIT KAMPEHC 1apYHAaBUPa NPAKTHYECKH HE YMEHBIIACTCH. Japynasup
M PHTOHABHP O0JAJAIOT BBICOKOH CTENEHBIO CBA3BIBAHMA ¢ OelKaMH TLIAa3Mbl, [0ITOMY
FEMOAHAIH3 WIH NEPHTOHCAILHBIH JIHAIN3 HE HIPAIOT CYUIECTBEHHOM PO B BRIBEJCHHM STHX
NpenaparosB U3 OPraHu3Ma.

Hayuenmui ¢ 2emoghuauei

Hmetotes coobiienus o6 yenaeHHN KPOBOTEYEHHI, BIJIIOYAS CHOHTAHHBIE KOKHBIC TeMATOMBI
FEMapTpo3. y NHAlMEHTOR ¢ reModuineii Tanos A u B, jieuennbix MHruGHTOpaMM NpoOTCA3bI.
Hekotopbie M3 3TMX nauuedToR nonyuand (aktop CBepTHIBaHHS kposu VIII. bomnee yem »
TOJOBHHE OMHCAHHBIX CIIYYaeB JieHeHHe HHIHOHTOPAMH NPOTeashl NPOA0IKAIOCH Ge3 repepbisa
HJIM BO300OHOBISAOCH 10C/IE BPEMEHHONH NPHOCTAHOBKH. BEUIO BBHICKA3aHO NPEANONOKEHHE O
NPHYHHHO-CICACTBCHHON  CBA3M  MEKIY JiCYeHHEM HrubMTOpaMH npoTeasbl M YCHICHHEM
KpOBOTEUCHHA Y GONBHBIX reMo(uImeii, 01HAKO MeXaHH3M TaKoii CBA3M HE YCTAHOBIEH. BOTBHBIX
reMoQIHel, NoMyaluX KOMOHHAIMIO apy HABHP/PHTOHABHP, CIELYCT HpOHHPOPMHPOBATH O
BO3MOKHOCTH YCHJICHHS KPOBOTEYEHHMIL,

Caxapusiii ouabem/zuneperuxemus

Y NauMeHTOB, [OJYHAIOUHX AHTHPCTPOBUPYCHYIO TEPaITHIO, BKIIOYAs MHIHOUTOPBI MpOTEaski,
ONHUCAHB! BIICPBLIC BBIABICHHBIC Cly4aH caxapHoro amabeTa, THICPIIIMKEMHS MM YXY/UICHHE
TEUCHUA yKE CYWIECTBYIOLLETO caxapHoro juadera. Y HEKOTOPBIX M3 OTHX NAlMEHTOB
PHICPIIHKeMHAS Oblla TAKENON M B Pie ClIy4aes CONPOBOKIAIACH KETOAMA030M. Y MHOIHX
NALUCHTOB HMEIH MECTO CONMYTCTBYIOUIME 3a00/1€BaHHs, HEKOTOPbIE W3 KOTOPBIX TpeboBam
JICHCHHA PCIAPATAMH, CIIOCOOCTBYIOUMMH PAIBHTHIO CAXAPHOTO AHAGETA MIH THICPIIHKEMUH.
Bec u memaboauveckue napaviempe

KomOunupoBannas aHTHPETPOBUPYCHAS TEPaNus MOKET BbI3bIBATEH v BUY-undunmposanubix
NAIHCHTOB Nepepacipe/ienenne KHPoBoi TKaun (unoaucTpoduio). Y naumeHToB, HOIyYaioLUHX
AHTHPCTPOBUPYCHYIO  TCPAllHIO, MOKET Ha0MOMATBCS  yBEJIHYCHHE MAacChi Tela, a TakKe
NOBLIICHHC YPOBHS JIMIIMAOB H TJIOKO3bl KPOBH. Takue H3MeHeHHs MOryT ObiTh YacTHYHO

CBA3aHbl C KOHTPOJIEM 3abojieBaHus M 06[)330M #u3a4. B HEKOTOPBIX Cly4vasix ObUIO JI0KA3aHo,




YTO NOBBIHICHUE YPOBHS JIHITHIOB KPOBH CBA3AHO C MOCEACTBHAMU JICUCHHS, OIHAKO, He ObLIO
JIOKA3aHO, YTO YBCIMYCHHE MAcChl Tela Kak-TO CBA3aHO C I[IPOBC/ACHHEM aHTHPETPOBHPYCHOI
Tepanui. B nacrosmee BpemMs HET AaHHBIX 00 OTJAICHHLIX HOCTEACTBHAX ITOTO ABJICHHA, 4 €ro
MCXaHHIM BO MHOrOM He siceH. Bbickajdama rumoresa o CBS3M MY BHCHEPAIBLHBIM
JIHIOMATO30M M MHIHONTOPAMH NPOTEasbl, a TAKKE MEXIAY JUIoarpodueii M HYKICO3HMIHbIMH
HHrHOHTOpaMK obparoii TpanckpunTasbl. TloBbimennbiil puck BO3HHKHOBEHUS AniomeTpodun
CBS3aH C TAaKMMH (DAaKTOpaMu, Kak INOKHIOH BO3pACT, a Takke C JUIMTENbHOH Tepanmeii
AHTHPCTPOBHPYCHBIMH TIPENApaTtaMi H CONYTCTBYIOWMMH ¢ii MeTaboIMYeCKHMHU HAPYLICHHAMH.
[pu  xannmueckux  obcnegopanusx  BUY-nuQUUMPOBAHHBIX  NMAUMEHTOB,  HOJIYYAIOUINX
AHTHPETPOBUPYCHBIC Npenapartsl, HeoOXoauMo obpamark BHUMaHHE HAa (H3HYECKHE NPHIHAKHM
nepepacrnpeseacHus Kupa. JUis MOHHTOPHHTA YPOBHS JIMNKIOB M IJIOKO3LI KPOBH HE0OX01HMO
CIICI0BATh COOTBETCTBYIOUIMM PEKOMEH/IALMAM 110 JieuenHio naumentos ¢ BUY- undekuueii.
Hapyuenns smmuanoro obmMena HeoGX0AMMO IEUHTL COOTBETCTBYIOUIMMH IPEMapaTaMH.
Ocmeonexpos

Hecmotps na  muorodaktopsyio 5THONIOINMIO  (HCHONB3OBAHME  VIIOKOKOPTHKOCTEPOMHIHBIX
FOPMOHOB, ynorpeb/ieHHe ankoroJis, TaKenas cTenenh HMMYHOCYTPECCHH, MTOBLIICHHBIH HHICKC
Macchl Teia), ObUIM OTMEYCHBI CIIy4aH OCTEOHEKPO3a, B OCOOEHHOCTH Y NAUHEHTOR ¢
sabonesarem BUY na nosameil craiun Wi y NaMenTos, JUIHTEILHOE BPEMS 10Ty HaIOLIHX
KOMOMHHPOBAHHYIO AHTHPETPOBHPYCHYIO Teparnuio. Hammenter  a0mKHBL ObIThH
NPOHH(OPMHPOBAHBL O  HEOOXOIMMOCTH HE3aMEUIMTE/NLHOTO TOCCIICHHS Bpada B Cyuac
nosiscHus Gosieil B CycTaBax, CKOBAHHOCTH B CYCTABAX WJIH 3aTPY/AHCHUS JABHAKCHHI.

(.‘NH()[?();‘H GOCCMAROGICHUA UMMYHUmMemda

Y BUY-uHOHUMPOBAHBIX  NMALMEHTOB € THKEIbIM HMMyHOZepUUHTOM B Hauasie
KOMOHHHPOBAHHOH ~ AHTHPETPOBUPYCHONH TEPAlUH  BOIMOKHO TOSBJICHHE BOCHATHTC/ILHO
PeaKiMi OpraHu3Ma Ha GECCHMITOMHBIE HIN OCTATOMHBIC ONNOPTYHHCTHYECKHE HHBEKLMHU, 4TO
MOKET MPUBCCTH K CEPHE3HBIM KIMHHYECKHM OCIOKHEHHAM HIH YXYAIIEHHIO CHMITOMATHKH.
OOb1HO  Takue peakunn HAGWLIOJAIOICH B ICPBBIC HEACHH WIH  MECHIIbI [IPHMEHCHHS
KOMOMHHPOBAHHON aHTHPETPOBMPYCHOH Tepanuu. B KauecTBe NPHMEPOB MOKHO IIPUBECTH
UHTOMETAIOBHPYCHBL  PETHHHT, TI€HEPAIM3OBAHHBIE W/WIM MECTHBIE MHKOGAKTEPHAIbHBIC
WH(EKUNH ¥ THEBMOHHIO, BBI3BAHHYIO Pneumocystis jiroveci. Heobxomumo OIpe/ICaATh TAKECTD
JHOOBIX CHMIITOMOB BOCHA/IEHHS H TIPOBOIMTH COOTBETCTBYIOUIYIO TEPANHMIO.

AyToHmMmynHbie  3abonesanns  (takue kak Gonesub ['peifsca) Takke oTMeuamTHCh npn
BO3HHKHOBCHHH BOCHAIMTENLHOIO CHHAPOMA BOCCTAHOBICHHS HMMYHHOH cHcetembl. OHAKo

BPEMs 10 Hadaia 3a00JIeBaAHHS MOXET BAPLHPOBATHCA, M TaKHC 3ad0JIeBaHMs MOTYT HAYHHATHLCHA
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CIYCTA MCCALLBI MOCJIC HaYala TepanuH.

Bzauvoodeticmesue ¢ ()f)}':’iui U ACKAPCMEEeHHbIMU npenapamami

Jlapywasup u putoHaBup ABAOTCH HHruOUTOpamu uzodepmentos CYP3A u CYP2D6, a taxxke
HHIHOMTOpaMu P-raukonporenna. OztnoBpeMenHoe IIpHMCHEHHE KOMOHHAIHH
JIAPYHABHD/PUTOHABMP M JIDYTHX TNPENapaToB, KOTOPHIE METabOMHIHPYIOTCS NPEHMYITICCTREHHO
nzopepmentamu CYP3A4, CYP2D6 w nepenocsitess P-riiMkonpoTeHHOM MOKET NPHBOJIHTL K
MOBBIICHHIO KOHUCHTPAINH TAKHX MPENapaToB B 1UIa3Me, BCICJACTBHE MEro MOTYT YCHIMBATLCS
WK YUTHHATBCS HX TEPAIIEBTHUYECKHE H TODOUHBIE HPPeKTHL.

HMapynasnp merabonnsupyetes wsodepmentom CYP3A. OxnoBpeMeHHBIH NpHEM Npenapatos,
HHIYUHPYIOUMX akTHBHOCTH CYP3A MOKeT yBeIMUNTh KIMPEHC J[apyHaBupa, B Pe3yiIbTaTe dero
YMCHBLIMTCS KOHUCHTpalMsi JapyHasupa B 1utasme. OaHoBpemenubiil npuem Jlapynabupa ¢
unrubuTopamu CYP3A MokKeT yMEHBINHTE KIHPEHC JapyHaBHPa, B pe3yIbTATE HErO YBEJIHUHTCS

KOHLEHTPALNA JapYHABHPA B [LIA3ME.

Bisinne Ha ciioco6HOCTE YHPABAATL TPAHCHOPTHLIME CPEICTBAMH, MEXAHIMAMH
Bo Bpems seuenus koMOuHALMEl JapyHABHP/PHTOHABHP Y HEKOTOPBIX [AUMEHTOB MOMET
HabmoaaTbes ronopokpyxenue. [lpn nosBiaeHnn ron0BOKpYKeHHS Ccaeayer BO3JICPKATBCA OT

YNPaBJICHHA TPAHCIIOPTHBIMH CPC/ICTBAMH H JIPYIHMH MEXaHH3MaMH.

Mopma BbInycKa

Tabaerkn, nokpeiTeie mwieHouHoi 0donoukoit, 300 mr, 400 mr, 600 Mr. 800 Mr.

[1o 60 Tabretok ans no3uposok 300 mr, 400 mMr 1 600 mr, o 30 Tabretok wis nosuposku 800 mr
B DaHKy NOMMMEPHYIO (M3 MOJAHITHIEHA WIH NOJMNPOINIEHA) /18 JIeKAPCTBEHHBIX CPe/ICTE,
YKYHOPEHHYIO KPBILIKOH MOTMMEPHOH (M3 MOMHITIICHA MM NOTHIPONHICHA).

Kaxutyio Ganky BMecTe ¢ MHCTPYKUMEH MO NPHMEHEHMIO NMOMEMIAIOT B NAUKY H3 KapTona

KOpoboUHOTO.

Yciaosus xpanenns
B 3anmiennom ot cBeta Mecte, npu Temneparype He Boie 25 °C.

XpaHHTH B HEIOCTYNHOM JUIs JIeTeil MecTe.
Cpox roanoctu

2 rojia.

He ucnonp3oBars 10 HCTEYEHHH CPOKA FOJHOCTH.
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YcaoBus oTnycka

Io penenry.

Opuauyeckoe Mo, Ha HMA KOTOPOro BLIIAHO pPErHCTPANNOHHOE yaocroBepenne/
nperensun norpebureneii HanpaBAATHL N0 aapecy:

AQ «P-®apm», Poccus

123154, r. Mocksa, yi1. bepsapuna, 1. 19, Kopi. |

Ten. +7 (495) 956-79-37, daxc +7 (495) 956-79-38

E-mail: info@@rpharm.ru

Ipoussoanrens:

AQ «P-®apm», Poccus

150061, r. Apocnasns, ya. I'pomosa. 1. 15
Ten./pake +7 (4852) 40-30-20

PESTI AR
PN B g
Uy oy

i
e
T

Crapumii CrelHaIMcT OT/1e/1a perucTpaimH

ME/IHIIHHCKOTO Aenapramenta AQ «P-Qapm» 10.10. bepkosa
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