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MUHWCTEPCTBO 3/[PABOOXPAHEHNS POCCUICKOM ®EJEPALIUN

VMHCTPYKIWA
[10 MEUITMHCKOMY IIPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEIIAPATA

KJIECUIPA®
Perucrpannonnblii HoMep:
Toprosoe naumenosanue: KJIECUJIPA®
Me:xayHapoaHoe HeNaTeHTOBAHHOE HWJIH IPYNIHPOBOYHOE HANMEHOBAHHNE: 3TPAaBUPUH
JlekapcTBennas gopma: Tabnerku
CocraB
Ha | Tabnerky 100 mr:
ﬂedcmeymwee seujecmeo: 3TpaBupuH — 100,0 mr;
Bcnomozamenvhvle 6ewgecmea: NpoCOIB [IIEIITI0N032 MUKPOKPHCTAIIMYECKAst, KDEMHMA AHOKCH]T
Kounouaei] — 304,4 mr, runpomeruio3a — 300,0 Mr, Henmono3a MHKpOKpHCTaIMYECKasd —
50,0 mr, xpockapmemiosa Hatpus — 40,0 mr, mMarHus creapat — 4,0 Mr, KpeMHHS AMOKCHZ
KONIOHIHBIH — 1,6 M.
Ha 1 Tabnerky 200 mr: A
Heticmeyrouee seujecmso. 3TpaBupu — 200,0 mr;
Bcnomozamenvhvie sewgecmea: IpocoIIB [LEUTI0N03a MUKPOKPHCTAIIINYECKas, KpEMHUA TUOKCH/
KoJutonHbIit] — 450,2 mr, runpomemioza — 600,0 Mr, HeNTION03a MHKPOKPHCTAIMYECKAsA —
70,0 mr, Kpocxapmenno':;.é Hatpusa — 70,0 mr, MarHus creapaT — 7,0 Mr, KpeMHUS AUOKCHI
KOJUTOMTHBIHA — 2,8 Mr.
Onucanue
TabeTku OBaNBHEIE, ABOSKOBLINYKIBIE, 6€10r0 WK Genoro C JKENTOBATHIM OTTCHKOM IIBETA.
dapmMaKoTepaneBTHYeCKasi TPYNINa: IPOTHBOBHPYCHBIE CPEJICTBA CHCTEMHOTO JIEHCTBUA,
NPOTHBOBHPYCHEIE CPEACTBA NPSAMOro JACHCTBHSA; HEHYKICO3HIHBIE HHIMOMTOpHI 0GpaTHOM
TPaHCKPHUNITA3bI
Kox ATX: JOSAG04
dapmMaKoJIOTHYeCKHE CBOMCTBA
Dapmaxoounamuxa

Mexanu3m IeHCTBAS
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

OTpaBHpHH SBISETCS HEHYKICO3MIHBIM HHrHOMTOpoM 00paTHOH Tpanckpunrtasskl (HHHOT)
BUpyca uMMyHojeduuuTa gyenoBeka — BUY-1. OTpaBUpHH HENMOCPENCTBEHHO CBA3LIBAETCA C
o0patHoi# TpaHckpunTazoi u 6nokupyet PHK-3asucumyro n JIHK-3asrucuMyro aktueHOCTS JIHK-
HOJMMEPA3bl, BBI3BIBAS pa3pyLICHNE KaTAIUTHYECKUX YYaCTKOB 3TOro epMeHTa.

IIpoTHBOBHpYCHA aKTHBHOCTE in Vilro

OTpaBUPUH NPOSBILET aKTUBHOCTS B oTHOIeHHH BMY-1 nukoro tuna B T-KiI1€TOYHBIX JIMHUAX 1
IIEPBUYHON KYJIBType KJIETOK C MEAWaHOH 3HaueHHH cpenHell >QexkTHBHON KOHIIEHTpAIMH
(ECs0) ot 0,9 no 5,5 aMoib. 3TpaBUpHH 00JIaa€T aKTHBHOCTBIO B OTHOIIEHHUH IIMPOKOI0 Kpyra
B036ynuteneit BUU-1 rpynnsl M (moprunsl A, B, C, D, E, F, G) u nepBnunsix usonsros BIU-1

rpynmsl O, 11s kotopbix 3Ha4eHus ECso Bapsupyror ot 0,3 10 1,7 amons m ot 11,5 10 21,7 HMons

COOTBETCTBCHHO. XOTS ATPABUPHH JEMOHCTPHPYET aKTUBHOCTb A Vifro B OTHOLICHUH JTUKOTO

tuna BUY-2 ¢ mexnanoit 3Hauenuit ECso ot 5,7 no 7,2 MxMoub, Je4eHHE HHOEKIHH BUY-2
STPABHPHHOM HE PEKOMEHIYETCS B CBSA3M C OTCYTCTBHEM KIMHHUECKMX NAHHBIX. DTPAaBHpHH

COXpaHSAEeT aKTUBHOCTH NPOTHUB MmTaMMOB BIU-1, pe3suCTeHTHBIX K HyKJI€O3UAHBIM HHTHOUTOpaM

obparnoit Tpanckpunrtaszsl (HWUOT) w/mnm mermburopam mnporeasst (MII). B nmomonnenue
STPaBHPHH JeMOHCTpUpYyeT kpaTtHoe u3meHeHHe ECso < 3 mpotus 60 % u3 6171 ximHHYECKHX
H301ATOB, pesucTenTHsIx kK HHUOT.

PesncrenTHOCTD

O¢hEeKTUBHOCTE STpaBHpPHHA B OTHOIIEHUM pe3ncmnmdcm k apyrum HHUOT B Havane
TEpanuy B OCHOBHOM OBbUIa MMPOaHaNH3UPOBAaHA C 3TPaBUPHHOM, IPUMEHABINMMCS B KOMOHHAIMU
¢ napynasupom/putoHaBupoM (uccnenoBaruss DUET-1 u DUET-2). YcuneHHble HHTHOUTOPEI
IpPOTEassl, TAKHe KaK JapyHaBHD/PHTOHABMP, IIOKA3HIBAIOT - Goxee  BBICOKHIA Gapeep
PE3MCTEHTHOCTH II0 CPAaBHEHMIO C JPYTUMH KJIAacCaMH aHTHPETPOBHPYCHBIX IIPENapaTroB.
ITorpanuynoe 3HaUEHHE CHIXEHHOH 3¢ GEeKTHBHOCTH 3TpaBUpUHA (> 2 MyTaluil, CBA3aHHBIX C
STPaBHMPHHOM, B HayaJie TEPAITUH) IPUMEHSAETCS, KOT/la TPaBUPHH HCIIONB3YETCA B KOMOHMHAIMH
¢ ycmreasiv WII. OTo nmorpaHuyHOe 3HAYEHHE MOXKET OBITh HMJKEC IPH IIPMMEHEHHH CXEMBI
KOMOHHMPOBAaHHOM aHTHPETPOBHPYCHOH TEPANUH, KOTOpas HE COASPXKUT ycuieHHsii UL

B wuccnenosanuax ¢assr III DUET-1 u DUET-2 myranmsamu, KOTOpsle HauOojee HacTo
Pa3BUBAINCH y MAIMEHTOB C BHPYCOJOTHYECKOM HEyAaueH, NMPHHHMABIIHX CXEMBI TEPallHH,
co,uepxcémne stpaBupuH, 661 V1081, V179F, V1791, Y181C u Y1811 n 06519HO BO3HHKANH Ha
¢doHe MHOXKECTBA APYTUX MYyTaIMH, cBA3aHHBIX ¢ pesucTeHTHOCTRI0 K HHMOT. Bo Beex npyrux
HCCIIEMIOBAHMSAX, IIPOBEICHHEIX C OTpaBUpMHOM y BHY-1 HHQHIHPOBaHHBIX NAIMEHTOB,
Haubonee 4acTo BOSHMKaIH cienyroupe mytanum: L1001, E138G, V179F, V1791, Y181C u
H221Y.
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IlepekpecTHAA PE3UCTEHTHOCTD

He pexoMeHyeTcs IPOBOAMTE JedeHUe 3(aBUPEH30M H/WIH HEBUPANMHOM y MAIUEHTOB IOCIE
BHPYCOJIOTHYECKOH Hey[aul IpH NPHMEHEHHH STPaBUPUH-COAEPIKALINX CXEM.
PapMaKkoKHHETHKA

XapaKkTepHUCTHKH (bépmaKOKnHeTnKH STpaBUpUHA H3y4yallUCh Yy ﬁspocnmx 3/I0POBBIX
nobpoBoNbIIeB U Y B3pocuslx U geTedl ¢ mHGekumedn BUY-1, panee momyyaBmMX JedeHHE.
KoHIleHTpalys 3TpaBUpHHa B [1a3Me Obu1a HeMHOTo Hike (35-50 %) y nanueHToB ¢ HHbEKIHEH
BHY-1 1o cpaBHEHHIO CO 340POBBIMH JOOPOBOJIBLIAMH.

Pacuemmnvie napamempul nonynayuonHo gpapmaxoxunemuku smpasupura 200 mz 2 pasa 6 cymxu

y 83pocnwix ¢ ungpexyueit BU9-1 (o6vedunennvie oannvie uccnedosarui gpaser Il na nedene 48)*

ITapameTpsl ItpaBupud 200 Mr 2 pa3a B CYyTKH
» N =575

Ilnomaas moa KpuBoii «KonueHTpauuﬂ-Bpema»
(AUC12n)(ar*y/mi)
Feomerpuueckas cpenaHsas +  crapaapTHoe | 4522 + 4710
OTKJIOHEHME ‘
Menuana (quana3oH) 4380 (458-59084)
Haua/pHAsi KOHIEHTPANHUs NpenapaTta B KPOBH
(Con)(1r/mu)
T'eoMmeTpudeckas cpexHss =+ craHgapTHoe | 297 £ 391
OTKJIOHEHHE :
Mennana (iuana3oH) - 1298 (2-4852)

* Bee nanuenTsl ¢ uadexnueit BUY-1, BxmoyeHHble B KIIHHAYeCKHe HccnenoBanus dassr 111,
HoNy4Yaau KoMOMHauuio napyHaup/putonasup 600/100 mr 2 pasa B cyTku B KaduecTBe 6a3oBoMH
Tepanun. TakuM 00pa3oM, pacueTHBIE HapaMeTps! (papMaKOKMHETHKH, YKa3aHHBIE B TaOilule,
VUMTHIBAIOT CHIDKCHHE I1apaMeTpoB (hapMakOKHHETHKH 3TPaBHpPHMHA IIPH OJHOBPEMEHHOM
IpUMEHEHUH STPaBUPUHA H XOMOMHAIIMH JapyHaBUp/pATOHABHD.

[Ipumeyanue: cpelHAs CKOPPEKTHPOBaHHAs IO cBA3bIBaHUIO ¢ Oenkxamu ECso qmsa knerok MT4,
napumposannsix BUY-1/I1IB in vitro, coctaBiser 4 Hr/mi.

AGcopbuus

BHyTpHBéHHax ¢dopma BBeneHMs OTpaBMpMHA  HENOCTYyNHA, IIO3TOMYy abCOmIOTHAs
OGUOMOCTYIHOCT, dTpaBUpHHA HemsBecTHa. [locne mpuemMa BHYTph ¢ NHINEH MaKCUMalbHas
KOHIIEHTpALHs 3TPABUPHHA B IUIa3Me JOCTHIA€TCs B TeYEHME 4 4acoB.

V 310pOBBIX A0OpPOBOJIBLEB Ha BCACHIBAHME STPABHPHMHA HE BIHUANO IPHMEHEHHE BHYTPh
PAHUTH/IMHA WM OMENPa30JIa, JIEKAPCTREHHBIX CPEACTE, MOBHIIaomux pH xemyxa.

Bausnue nuwyu Ha ecacvleanue .

Cucremnas skcriosunus (AUC) sTpaBupHHa CHEKANAch IPHOIH3UTEIbHO Ha 50 % mpu mpueme
HATOIAK II0 CPAaBHEHMIO ¢ NPUMEHEHHEM Ilocle mpueMma mumu. Takum oOpasom, Ipenapar

KJIECUJIPA® cnenyer IpuHAMATP IOCHIE MPHEMa ITUIIH.
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Pacnpenenenue

In vitro oxono 99,9 % STpaBHpPUHA CBA3BIBAETCS ¢ OEIKaMHU IIIa3Mbl KPOBHU, IPEUMYIIIECTBEHHO €
ansOymuaoM (99,6 %) u ¢ oy-KucHeIM riukonpotenHoM (97,66-99,02 %). Pacnpenenenue
STpaBUpUHA B APYTHX KHIKOCTAX (HApHMEp, CIMHHOMO3roBasd XMIKOCTh, CEKPETHI IOJOBBIX
OpTaHOB) y 4eJIOBEKa HE U3ydalocCh.

Buorpancdhopmanus

DKCIEPHUMEHTHI in Vitro ¢ MAKPOCOMAMH TT€YEHH YeI0BEeKa [I0Ka3ailH, YTO STPAaBUPHH B OCHOBHOM
HOJBEPTaeTCA OKHCIUTEIPHOMY MeTaboMM3My IOx NeHCTBHEM IEYEHOYHBIX H30()EPMEHTOB
cemeiicta CYP450 (CYP3A) u, B menblued crenenu, cemerictea CYP2C, ¢ mocnenyromeit
[IIIOKYPOHU3ALMEH.

OnuMHHAIMA

Iocne mpuema BHYTpH 10361 MedeHoro *C-stpasupuna 93,7 % u 1,2 % UpUHATOH 03Bl
00HapyXHBaJIOCh B KaJle © MOYE COOTBETCTBEHHO. Ha 701110 HEH3MEHEHHOr0 3TPaBUPUHA B Kajle
npuxommwiock 81,2-86,4 % npuHATOH M03BL. B MOUe 3TpaBMpHH B HEM3MECHEHHOM BH/C HE

oOHapy>xeH. KoHeUHBI# 31THMHHAIMOHHEIN IEpHO STpaBUpHHA cocTaisieT okono 30-40 yacos.

Oco0Ble rpynibl NAMEHTOB

Jeému u noopocmru (om 1 0o 18 nem)

dapMaKOKMHETHKa 3TpaBHpHHA Obl1a n3ydeHa y 122 nmanuentos ¢ BUU-1 undexmueii B Bospacre
or 1 mo 18 ner, paHee MONYYaBIIMX AHTUPETPOBUPYCHYIO TEpanuio. BpUio Ioka3aHo, 4To
CHCTEMHas SKCIO3UIMs STpaBUPHHA CPAaBHUMA C TaKOBOM y B3pOCIBIX, NOJy4YaBIIMX HIpenapaT
9TpaBUpuH B 103¢ 200 Mr 2 pa3a B J€Hb.

IMapameTpsl hapmaxoxkuaeTHkH dTpaBupruHa (AUC 121 1 Con) peACTaBICHS! B TAOIHIE HIKE.
Iapamempuol apmaroxunemurxu smpagupuna y oemeti om 1 0o 18 nem.c ungexyueti BUY-1,
paHee noayuaewux JneveHue (awanus OauHvlx Heldenu 48 uccnedosanuii TMCI25-

C234/IMPAACTP1090 u PIANO)

Nuanazon  Bo3pacra | =1 roga no <2 Jaer =2 Jer Ao < 6 ger 6 Jer g0 < 18 et

(roamy) (Koropra II) (Koroprta I)

Ilapamerp JTpaBUpHH JTpaBupHH JTpaBUpPHH
N=6 N=15 N=101

AUC12n (ar*u/mn)

I'eomerpuueckas 3328 +3 138 3824 + 3613 3729 + 4305

cpenHsAs *+ CTaHIapTHOE

OTKJIOHEHHE

Menuana (guana3oH) 3390 (1148-9989) 3709 (1221-12999) 4560 (62-28865)

Con (Hr/™M1IT)

I'eomeTprueckas . 193£186 203 + 280 205 =342

cpeaHsas + CTaHIapTHOE

OTKJIOHEHHE
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| Meauana (nuamazon) | 147 (0%-503) | 180 (54-908) | 287(2-2276) |
2V omHoro cy6sekTa B koropre Il HauanbHbIe KOHIEHTPAIHMH STPaBHPHHA OBUIH HIDKE Ipezelna
0OHapyKEHHs BO BPEMSI BU3HTA OLICHKH HHTEHCUBHOH (hapMaKOKHHETHKH.

Tovicunvre nayuenmel

CorilacHO pe3ylbTaTaM aHaiu3a IONYJSIMOHHONW ()apMaKOKMHETHKHM y manueHToB ¢ BHY-
uHpexnuer, QapMakOKMHETHKAa STpPaBHpPHMHA 3HAYUTENBHO HE pasiIMyanack B H3YYCHHOM
BO3pacTHOM auamnasose (ot 18 go 77 net), npu 3ToM 6 CyOBEKTOB OBUIM B BO3pacTe 65 IeT miM
CTapILe.

Brusnue nona

He wnabmoganoch 3HAYHUTEIBHOH pa3HUIB! (PapMAaKOKMHETHYECKMX IIapaMETPOB MEXIY
MYXYHHAMH U XeHIIHHAMHU. B rccneioBanys G5UT0 BIIIOYEHO OTPaHHUYEHHOE YHCIIO HKEHIIHH.
Brusanue pacwi

CorynacHo pe3ynabsTaTaM aHIX3a HONYJIAIMOHHON (apMaKOKNHETHKH STPaBUPHHA Y IIAIIHEHTOB C
BUY-nupexnueil, paca He OKa3blBala BIUAHUA Ha CHCTEMHYIO KOHIEHTpPALMIO STPaBUpPHHA B
IUIa3Me Yy NPEACTaBUTENEH EBpONECOMIHOM M HETPOMAHOHM pac, a TaKKe JaTHHOAMEPHKaHIIEB.
dapMaKOKMHETHKA y IPYTHUX pac U3y4eHa HEAOCTaTOYHO. \

Hapywenusa ¢ynxyuu nevenu

OTpaBuprH METabOIU3UPYETCS U BLIBO,III/ITC}I}Bb NEPBYIO OUepens eYeHbl0. B ccnenoBanuy, rae
TIPOBOJIMTIOCH CPABHEHHE 8 TAIIHEHTOB C HapylIeHHeM (YHKIIHH IIEYeHH JETKOi CTENEHH TSKECTH
(xmacc A mo mkane Yainn-IIpr0) ¢ § COOTBETCTBYIONMMH KOHTPOJIBHBIMM YYaCTHHKAaMH H
8 MalMeHTOB ¢ HapylIeHueM (YHKIHH IeYeHH cpeJHed cTeneHy TshkecTH (kimace B mo mikane
Yaitna-IIpr0) ¢ 8 COOTBETCTBYIOIMMH KOHTPONBHBIMH Y4aCTHHKaMH, (hapMaKOKMHETHIECKHE
ITOKa3aTeNN IPH HCHOJB30BAHUM Pa3IMYHBIX 703 3TPaBHpHHA HE OTIHYAIHNCh y HALUEHTOB C
HapymeHueM (YHKIUM IE€UeHH JIETKOH U cpenHed creneHu TskecTH. OIHAKO, KOHIEGHTpaMA
HECBS3aHHOIO JTpaBHpHHA HE H3Mepsaiach. MOXHO OXHWAATh MOBHIIIEHHE KOHIECHTPALUN
HECBA3AHHOTO >TpaBHpHHA. KOppeklus 1035l Y NAlUeHTOB C HapylieHHeM (YHKIHMH Ie4eHU
JETKOH W CpefHeH creneHH He TpebyeTcsd, OJIHAKO, CleAyeT COOII0oAaTh OCTOPOXKHOCTh Y
IAIHEHTOB ¢ HapylueHHeM (yHKUIHHU IleyeHM cpenHed creneHH. [IpruMeHeHHe 3TpaBHpHHA HE
M3y4anoch y JHI ¢ TSKENbIM HapymneHneM dyuxiuy nedent (kiace C mo mxane Yaiing-Ileio) u
[IO3TOMY IIPOTHBOIIOKA3aHO.

Ko-ungpexyus eupycamu 2enamuma B u/unu C

CornacHo pesynLTafaM aHaIN3a IONYJIAIHOHHOM dapMakokuHETHKH B Heenenoanusix DUET-1
1 DUET-2, oTMe4anoch CHHKEGHHE KIHpeHCa ([IOTCHIMAIBHO IIPUBOAANICE K IIOBBIUICHHUIO
9KCIO3MIHH M H3MEHEHHI0 Mpoduins Ge30MacHOCTH) 3TPAaBHPHHA y IMAIMEHTOB ¢ MHOEKIHeH

BUY-1 u xo-uudekiueil Bupycamu rematura B m/mmm C. B cBA3M C TeM, YTO JaHHBIE O
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IPUMEHEHNH Y TIAIIHEHTOR ¢ Ko-HH(ekuuelt Bupycamu renatuta B u/mmm C orpaHndessl, ciexyer
COBMIONATh OCTOPOXHOCT, NpH NpuMeHeHnu npenapara KJIECUJIPA® y ykasaHHBIX rpynm
TALUEHTOB. ' »

Hapywenus gpynxyuu novex

dapMaKOKHHETHKA 3TpaBUpHHA HE M3ydYaNach y MAIlMEHTOB C IOYEYHOH HENOCTATOYHOCTBIO.
CorfacHo pe3ynbTaTaM MacC-6alaHCOBOTO HCCleoBanHMs *C-3TpaBHpHHA C PalMOaKTHBHOM
METKOM, ¢ MOYOH BHIBOAHMTCI MeHee 1,2 % BBeACHHOM 03Bl 3TpaBUpHHA. HensmeHEHHBIN
npenapaT B MOY€ He BBISBIISUICA, IIO9TOMY BIHSHHE HapyIIeHHs (GYHKIHUHM IIOYEK HA BBHIBEACHHE
STPaBUPHHA JOJKHO OBITh MUHUMAaNbHBIM. II0CKOIBKY 3TpaBHpHH 3HAYHTENLHO CBSA3BIBAECTCS C
GeNKaMy TU1a3Mbl, BO3MOXHOCTb €I0 3HAYMTENHHOTO BBIBEACHMS ¢ MOMOIIBIO FeMOMANH3a HIIH
IIEPUTOHEANBHOTO JHAIM3a MAJIOBEPOSATHA.

EBepemennocms u nocnepodosviii nepuoo

B nccnenoanun TMC114HIV3015 m.yqano'CL IIpUMEHEHMeE dTpaBUpuHa B fo3e 200 Mr 2 pasza B
CYTKH B KOMOUHAIHH C IPYTHMH aHTHPETPOBHUPYCHBIMH NpenapaTaMu y 15 GepeMeHHBIX KEeHIHH
Bo II u III TpuMecTpax GepeMEHHOCTH, a Takke B IOCIEPOAOBOM nepuoge. Obmas cucteMHas
9KCIIO3MIIMA 3TPaBUpHMHA B miasMe mocne mpuema 200 mMr 2 pasa B CyTKM B paMKaX CXEMbI
AHTHPETPOBHPYCHOH TEpalHH B LEIOM OBLIA BHIIE BO BpeMsl OEpPEeMEHHOCTH, YE€M I10CIIE POJIOB.
Pasnuna 6pu1a MeHee BBIPaXXEHHOH JUIS KOHIIEHTPAIIMH CBOOOIHOTO 3TPaBHPHHA.

VY KeHIIMH, HOTy4YaBIIMX 3TpaBUpuH mo 200 Mr 2 pasa B CYTKH, BO BpeMs OEpPEMEHHOCTH IIO
CPaBHEHHIO C HOCIEPOJOBBIM IEPHOJIOM OTMEHalNHch 0Oosee BHICOKHE CpPEIHHE IOKa3aTeNH
MaKCHMaJbHOM KOHIIEHTpAaLUU B IUTasMe (Cmax), AUCi2n 1 MHHUMAIBHOW KOHUEHTPAIlUM B
mwiasMe (Cmin). OTH mapameTps! ObITH CPaBHMMBI MEXAY BTOPBIM U TPETBUM TPHMECTPaMH
~ GepeMEeHHOCTH.

IHapamempol papmaxokunemuky obugezo 3mpasupuna nocie npuema smpasupuna 200 me
2 paza € Cymku 8 pamKax cxemvl AHMUPEMPOSUPYCHOU MEPAnuu 60 6MOPOM MpuUMecmpe

bepemenHoCmuy, mpemvem mpumecmpe bepeMeHHOCmY U noce poooe

®apmaxoxkuHernka | JTtpaBupun 200 mr | Otpasnpun 200 mr | 3tpasupun 200 mr
3TpaBHpPHHA 2 pazda B CYTKHM, |2 pa3a B CYTKM, |2 Ppa3a B CYTKH,
Cpennee + | mocje poaos BTOPOi  TpHMMeCTp | TpeTMH  TPHMeECTP
CTaHZApTHOE N=10 OepeMeHHOCTH OepeMeHHOCTH
OTKJIOHECHHUE N=13 N=10%

(Menuana)

Cmin, HI/MJ 269 + 182 (284) 383 +£ 210 (346) 349 £ 103 (371)
Crmax, HI/MJ 569 & 261 (528) 774 + 300 (828) 785 + 238 (694)
AUC120, HT*4/MJ 5004 + 2521 (5246) | 6617 £ 2766 (6836) | 6846 + 482 (6028)

i =9 qug AUCian
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Kaxas mamueHTKa CIOyXKWIa CBOMM COOCTBEHHBIM KOHTPOJIEM, M IIPH BHYTPHCYOBEKTHHIX
cpaBHeHMAxX obmue 3HaueHUS Cmin, Cmax 1 AUC12n 5TpaBupuHa 650t B 1,2, 1,4 u 1,4 pa3a Bhimme,
COOTBETCTBEHHO, BO BTOPOM TPHMECTPE OEPEMEHHOCTH II0 CPABHEHHIO C IIOCIEPOAOBBIM
népnonOM, uB 1,1, 1,4 u 1,2 paza Bblllle, COOTBETCTBEHHO, B TPEThEM TPHUMECTPE OepeMEHHOCTH
IO CPAaBHEHMIO C ITOCTIEPOAOBEIM MEPUOJIOM.

IHokazaHusg K NpMMEHEHHUIO

Jleuenne wHOexknuun BUY-1 y B3pocnsix, KOTOpBIE paHee IONydYald aHTHPETPOBHPYCHBIE
nopenapaTtsl, W JeTed ¢ Maccod Tena He MeHee 30 Kr, KOTOpBIE paHee IONIyHalH
AHTUPETPOBUPYCHBIE NIPENAPaTHI.

IIpornBonoka3anns

- anepquCTBeranOCTb K 3TpaBHpHHY WM JIIOOOMY KOMIIOHEHTY Ipernapara _

— JHetu ¢ maccoil Tena MeHee 30 Kr (B CBA3H C HEBO3MOXXHOCTHIO OCYIIIECTBIICHUS PEXUMA
JO3HPOBAHHUA)

— Ilepuox rpyAHOro BCKapMIIMBaHHUS

— Tsxensie HapymeHus Gynkuuu nevenu (kiacc C no Yaitna-ITero)

— OnHOBpEMEHHOE NPHMEHEHHE C IpenaparaMy, KOTOPbIE BIHAIOT Ha KOHIEHTPALHUIO
3TpaBHpHHA B IJIa3Me KPOBH M € IperapaTraMy, KOHIEHTPaIMs KOTOPHIX B IJIa3Me KPOBH
U3MEHAETCA P COBMECTHOM IPUMEHEHHH C 3TPABUPUHOM: PUTOHABHD (TIpH IpHEME B
noze 600 Mr 2 pa3za B JeHB); INPOTHBOBHPYCHBIE CpeNCTBa (KOMOMHAIMA
3516aCBHpP/TPa3oNnpeBup) A

C 0CTOPOKHOCTHIO

— IToxwble manueHTs

— bepemennocth (cM. paszmen «llpuMeHeHue npu OepeMEHHOCTH U B IEPHOA I'PYXHOTO
BCKapMJIBAHHUSD))

— TJanueHThl, OZHOBPEMEHHO MH(MIMPOBAaHHEIE BHPYCOM TeNaTHTa B H/mmi BHpycoM
renatuta C

— IlanmeHTH ¢ HapyIIEHUEM (I)YHKHHH neyeHu cpenHeit crenenu (kiace B mo Yaitna-IIsro)

— He pexoMeHayeTcs COBMECTHOE NIPUMEHEHHE C IperapaTaMy, I(OTOpI;Ie BIUAIOT Ha
KOHIICHTPAIUIO 3TPaBUPHHA B IIJIa3Me KPOBH H C IIpenapaTaMH, KOHueHTpanim KOTOPHIX B
IIa3Me KPOBH H3MEHSETCS IIPU COBMECTHOM IPHUMEHEHHH C 3TPaBUPHHOM:
HEHYKJICO3HIHBIE WHTUOHTOPHI OOpaTHOW TpaHCKPUIITa3hl (3¢haBHpeH3, HEBUpAIMH,
PWINMBUPHH); MHTHOMTOPBHl NpOTea3sl 0€3 OJHOBPEMEHHOIO NpHEMAa HH3KOH O3B
putoHaBupa (Hen(HUHABHP, HHAWHABUP); MAPAaBHUPOK (IIPH COBMECTHOM INIPHMEHEHHH C

dbocaMnpeHaBUPOM H PUTOHABUPOM); KOMOMHAIYS TUIIPAHABIP/PUTOHABHP: HHTHOHTOPEI
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IpoTeassl IPH COBMECTHOM NPHMEHEHHH C KOOHMIMCTaTOM (aTa3aHaBMp, JapyHaBHD);
IPOTHBOCYNIOPOXKHEIE  CcpencTBa  (kapGamasenuH, — ¢eHoGapOuTan,  (HEHHTOMH);
NPOTHBOTYOEepKyNe3Hble Ipenaparsl (pHGaMIMLHUH, PH(ANEHTHH); AHTHAIPETaHTHI
(wromuaorpen); NPOTHBOBUPYCHBIE —MNpENaparTsl (HAaKIaTacBUp); JIEKapCTBCHHBIC
Tpenaparsl, cofepixaiuue 3pepo6oit IpoasIpsBIeHHEIR (Hypericum perforatum)

— Cuenyer NPUMEHATh C OCTOPOXKHOCTBIO CO CIENYIOIIMMH IIpenaparaMu: aMHOJApOH,
Genpuan, qu30mupaMu, hIeKanHu/, TMI0KauH (CHCTEMHO), MEKCHIETHH, Iponad)eHoH,
XHHUOMH, JeKcaMeTa3oH (CHCTEMHO); IIMKIIOCIIOPUH, CHPOJIMMYC, TaKpOJIHAMYC;
putalbyTHH (B coueTaHUH ¢ OYCTHPOBaHHBIM HHTHONTOPOM IIPOTEAa3hl)

IIpuMenenye npu 6epeMeHHOCTH M B IEPHO/ FPYIHOr0 BCKAPMJIMBAHUS

bepemenHOCTH

B xauectBe obmiero npasuia Ipu BeIOOpE aHTHPETPOBHPYCHOTO Npenapara and Tepanuu BHY-
MHEKIUH Y 6epeMCHHBIX XKEHIMH H, KaK CIE/ICTBHE, CHIDKEHHS PHCKA BEPTHKAIBHOH TIepeIaun
BUY HOBOPOXIEHHOMY, JaHHBIC, MIOJYYEHHBIC Ha XKHMBOTHBIX, Takke KaK M KIHHUYECKHUH OIBIT
IPAMEHEHNs y OEpeMEHHBIX JKCHINHMH, JAOIDKHBI OBITh IPHHATH BO BHMMAHHE IS OLEHKH
6e30IacHOCTH A1 IJI0JA.

[IpoHMKHOBEHHE 4Yepe3 IUIALICHTY HaOMIJanock y O€peMEHHBIX KpBIC, HO HEU3BECTHO,
CYILECTBYET JIH TpaHcdep STpaBUpHHA Yepe3 IUIALEHTY y OepeMEHHbIX XeHIMH. MccnenoBanus
Ha XMBOTHBIX HE IMOKAa3aJI NPSIMOr0 WJINM KOCBEHHOI'O BPEJHOTO BO3JCHCTBUA B OTHOIUCHUH
OepeMEHHOCTH, SMOPUOHATBHOTO/(pEeTaTbHOTO Pa3BUTHS, POAOPA3PENIEHHS WM IOCTHATaIbHOTO
passutHs. Ha 0CHOBaHHMH JaHHBIX, IIOJIYIEHHBIX Ha JKUBOTHBIX, PHCK IOPOKOB Pa3BUTHS Y TIOEH
MasioBeposiTed. Kimnnueckue TaHHbIE He BEI3BIBAIOT OECIIOKOICTBA IO TOBOAY 0€30I1aCHOCTH, HO

OHH Kpar?iHe OIr'paHU4€HEBI.

Ileproa rpyaAHOro BCKapMIMBaHUS
OTpaBUpHH BRIAEIAETCS C TPYAHBIM MOJIOKOM Y YETIOBEKA.
B xauectse obuiero npasmia MarepsM, nH$unupoanHelM BUY, He pekoMeHAyeTcs TPyAHOE

BCKapMIMBaHHUE AeTeil HY IPH KaKHX 00CTOATENBCTBAX BO u3bexanue nepeaaun BUU-nndexuunu.

DepTUILHOCTD

B Hacrosiiee BpeMs HET JaHHBIX O BIMSHUH 3TPaBUPHHA Ha (EPTHIBHOCT YEIOBEKA. Y KPBIC
s¢dexra B OTHONICHHH CHAPUBAaHUSA HIM (EPTHIBHOCTH IIPH IPHMEHCHHMH 3TPaBHPHHA HE
Habmoaanocs.

Cnocof npuMeHeHHs U 103bI

Tepanus nomKHa ObITh HHUIMHPOBAHA BPauoM, HMEIOIIMM ONKIT ledeHns BUU-ungexunn.
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IIpemapar KJIECUJIPA® Bcerma crueayer NpHMEHATs B KOMGI/IHaHI/II/I C JApYyTHMH
AHTHPETPOBUPYCHBIMHU IIPEIapaTaMH.

Bspocnvie: BryTps 1o 200 mr (1 Ta6ﬁeTKa 200 mr win 2 Tabnerku mo 100 mr) 2 pasa B cyTku
TocJe epbl. '

Jlemu u noopocmku (om 2 0o 18 nem):

PexoMeHI0OBaHHAs /1032 STPABUPUHA U1 IeTel M MOAPOCTKOB (¢ Maccoil Tena He MeHee 30 kr)
cm. Tabuiy swke. [Ipenapar KIIECUJIPA® cienyeT npHHAMATE HEPOPAIBHO [IOCTE e/IbL.
Pexomendosannvie 0osvr npenapama KIIECHIPA® ona neduampuueckux hayuenmos

om 2 00 18 rem

Macca Tena Ho3a TabaeTkn
> 30 kxr I[To 200 mr 2 pasa B cytku | 2 Tabnetku 100 Mr 2 pasa B CyTKM HIH
' 1 Tabnerka 200 Mr 2 pa3a B CYTKH

IIponyck 10381
Ecin nauuenT 3a6b11 IPHHATD ouepenHylo K03y npenapata KJIECUIPA® u BcroMHmI 06 5TOM

HE IO3K€e, 4eM uepe3 6 4acoB mocie oOpIYHOro BpeMEHH NpueMa Ipenapara, To OH J0JDKEH Kak
MOJXXHO OBICTpEE NPHHATH €€ MOCIE €Ibl U 3aTeM IPHHATH CIEAYIOIIYIO 103y B OOBIYHOE BpEMS.
Ecnu mpouuto Gonee 6 4acor mociie 0OBIYHOTO BpEeMEHM NpHEMa IIperapara, TO IalMeHT He
JIOJKEH MPUHUMATH [IPOITYNIEHHYIO 103y, a IPOCTO BO30OHOBUTD NPHEM npenapzﬁa 10 OOBIYHOI
CXeMe.

Ecnu nanueHTa BHIpBAJIO B TeUEHHE 4 9acoB Mocile pHeMa Ipernapara, clefyeT IPHHATh HOBYIO
A03y npenapara KJIECUJIPA® kak MOXHO ckopee mocine efpl. Ecny nmauueHTa BEIpBaiio Oolee
yeM uepe3 4 gaca Iocie IIpueMa Ipenapara, eMy He TpeOyeTcs NpHHHMMAaTh HOBYKO 03y [0
CIIEAYIONEH 3aIJIaHNPOBAHHOH.

Ioowcuvle nayuenmsl: IMEETCS OI'paHHU4YE€HHAA nmbopManm O JICHCHHNH 3TPAaBUPHHOM ITAIITUCHTOB

B BO3pacTe > 65 ner, TakuM 06pazoM, IPUMEHATH [Ipenapar y 3TOH Pyl TalHEHTOB CIEAYET C
OCTOPO>XKHOCTBIO.

Hayueumul ¢_napyuwenuamu @YHKYUU neYenu. Yy NAanUE€HTOB C HAPYIIEHNUEM (1)yHKLII/II/I IICYCHHU

JIETKO# M cpedHed cTeneHH TshxecTH (knacckl A miu B o mkane Yaing-I1s10) KoppeKImy 10361
e Tpebyerca. Cleayer co6moaaTh OCTOPOXHOCTb Ipy ipuMeHeHun npemnapara KIIECUJIPA® y
MAIMEHTOB C HAapyMeHHeM QYHKINH T€9€HH CPEeAHEH CTENEHH TSHKECTH. Y MAIEHTOB € TAKEIBIM
HapymenneM Gyskunn nedenn (xiacce C no mkaie Yaina-IIsio) GapMakoKuHETHKY 3TpéBHpHHa
He u3y4dany. [IppuMeHeHne npenapara y NalHCHTOB C TSHKEIbIMH HapyIIeHUAMH QYHKIHH IICYCHH

(xnacc C mo mkane Yaiina-I1s10) NpoTHBONIOKa3aHO.



. T T e -

o1 30.11.2023 N2 25250
(Bxopawui M3 N24264236

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Hayuenmyl c_napywenusmu @yxyuu novex: y TAUMEHTOB C HAPyUICHHEM (YHKIMM TIOYEK

KOPPEKLMH T03bI He TpeOyeTcs.

[emu (maaduwie 2 1em):

Ipenapar KJIECUJIPA® He nomkeH IpuMeHSTHCS y JAeTed miamume 2 neT. JIoCTymHBIE B
HACTOAIIEe BPeMs JaHHEIE O IPMMEHEHNH Y JeTelt B Bo3pacTe oT 1 jo 2 JIeT, Mpe/ICTABIEHHEIE B
paspenax «I[lo6ounoe aeticTeue» 1 «DapMaxoIOrHIECKUE CBOICTBa», CBUAETENLCTBYIOT O TOM,
YTO B JIAaHHOM TpyIlIe MalyeHTOB [10Jb3a He NpEeBBINacT pucK. Jua aereit miaame 1 roxa Her
JOCTYITHBIX JaHHBIX.

Crocob npuMeHenus

Tabnerky creayeT NpoOraaThIBaTh LETHKOM, 3allUBast XKUAKOCThIO, TakoH kak Boxa. IlanueHTsl,
HCTIBITHIBAIOIIME TPYAHOCTH ¢ poriarsiBanueM Tabaerox KIIECUJIPA®, MOryT M3MeNbYHTh UX
¥ pa3MellaTh B CTaKaHe BOABL. B 3TOM cirydae rmocnenoBaTensHOCTh JSHCTRUH Cliemyomast:

—  moMmecTuTh Tabnerky (Tabmerku) B 5 mut (1 yaiiHas 10XKa) BOJBI, WIH B KOJMYECTBO BOAH,
IOCTATOYHOE /IS IIOJTHOTO IIOKPHITHS TaOIeTKH;

— TINATENbHO IIepeMellaTh B TEYEHHE OKONO 1 MHHYTHI OO T€X IIOp, IIOKa BOJAA HE CTAaHET
BBITJIAIETH KaK MOJIOKO;

—  ecId HeoOXOoAuMO, MOXHO 00aBUTE Ooipmie BoAbl, g0 30 M1 (2 CTONOBBIE JIOKKH),
aleJbCHHOBOI0 COKAa MM MOJIOKa (TalMeHTHl He JOJDKHBI IIOMEI[aTh TaONeTKU B
aneIbCHHOBBIA COK HIIH MOJIOKO 6€3 npem;apmenbﬂoro PacTBOPEHMS B BOJIE);

—  HEMEJUICHHO BHIIHTH coneﬁ;xniwoe CTaKama;

—  jans oecriedeHUA IpHeMa IIONHOM O3Bl CTaKaH CleAyeT HECKOJbKO pa3 OIOJACKHBATH
BOZIOH, aneJIbCHHOBBIM COKOM HJIM MOJIOKOM U ITOJTHOCTBIO BBHIIUBATH COJEPKHMOE.

Cnegyer u36erath Hcros30Bagus Terol (6onsme 40 °C) BoJBI ¥ ra3MPOBAHHBIX HAITUTKOB.

PexoMeHmyeTcss npuHAMaTh Tabnerku npenapara KJIECHUJIPA®, pactBopeHHsie B BOAE, 10

npHeMa JPYruX aHTHPETPOBHUPYCHBIX IPENapaToOB B XKHUAKOH (opMe, KOTOpbE NPHMEHSIOTCA

coemecTHO ¢ npenapatoM KIIECUJIPA®.

ITo6ounoe neiicTBue

Q0630p npoduis 6e301aCHOCTH

Haubonee vacTeIMH H060qHLIMn S(I)Q)éKTaMn (gacrora > 10 %) mo6GoH CTENEHH TKECTH,
OTMEYEHHBIMH TP PUMEHEHHUH STPaBUPHHA, OBUIM CHINIb, AHAPEs, TONIHOTA M TOJIOBHAA 0OJIb.
YacToTa HPEKpAILEHHs TEPalHH B CBSA3U C MOOBIM NOGOYHBIM 3()¢EKTOM B HCCIEAOBaHUAX
Il ¢aswr cocraBuna 7,2 % B Tpylne NMalMEHTOB, NOTy4aBIIMX 3TpaBHpuH. HanGonee dacThiM
1n0604HEIM 3 PEKTOM, IPHBO/LIIMM K OTMEHE TepalnH, ObLIa CHIllb.

Tabauna no6oYHBIX 3G HEKTOB
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.11.2023 N= 25250

(Bxopawmi M3 N=4264236

IToGounbie 3¢deKTH y ManueHToB, NONyJYaBIInX 3TPABUPHH, NpeCTaBIeHH B Ta0JHIE HIDKE.

IloGounsie nelcTRUS TIEPEIUCIICHBI B 3aBUCMMOCTH OT CUCTEMHO-OPTaHHOTO KjlacCa X 4aCTOTHI.

B paMkax kax ol kaTeropuu 4acToTsl N060uHbIe 3 (EeKThI IPEACTABIECHH B IOPAAKE CHIKEHHUS

CEPLE3HOCTH. YacToThl BOSHHKHOBEHHA MOOOYHEIX S(b(l)eKTOB OIIPEACICHBI KaK O4Y€Hb 4YaCTO

(= 1/10), gacto (= 1/100 - < 1/10), Beyacro (= 1/1000 -< 1/100), peaxo (= 1/10000 - < 1/1000) u

oveHs penko (< 1/10000).

ITo6ounnie 3(1)(l)eKTbl, HaﬁJIlOlIaBHIHECﬂ B KIIHHHYECCKHX HCCICA0OBAHHUAX 3TPaBUPHHA U B

MOCTPErHCTPANHOHHOM II€EPHOAE

CucreMHO-0pranHeIi Yacrora | Ilobounsie aelicTBUSA
KJace
Hapymenus co croponsl | Hacto TpoMOonMTONICHHS, aHEMHA, CHHXKEHHE YHCIA
KpoBH U JMMbaTHiecKon HelTpoduIoB
CHCTEMBI Heugacto CHxeHue 9ucia JEHKOIITOB
Hapymenuss co croponsl | Hacto ['unepuyBCTBUTENLHOCT K IIPENapaTy
HMMYHHOH CHCTEMBI Heuacro CuHIpoM BOCCTaHOBJIEHHSI UMMYHHTETa
Hapyruenus merabomusma u | Yacro CaxapHnblit nuaber, THIIEPTIIMKEMUS,
IIUTaHUA THIIEPXO0JIECTEPUHEMHUS, YBEITHYECHHUE YpOBHSA
NMIONPOTEHHOB  HHM3KOH  ImotHoctr  (JITIHII),
THIIEPTPUTTIMIEPHIIEMH, TUNIEPIUITHIEMHUS,
IUCIMINIEMHUs, aHOPEKCH
Ilcnxudeckue Yacro TpeBoxxHOCTH, O€CCOHHHUIIA, HAPYIIEHHS CHA
HapyIIeHHs Heuacro CroyTaHHOCTh CO3HaHHMA, JI€30PHEHTALMSA, HOYHEIE
KOIIMapkl, HEPBO3HOCTh, IATOJOTHYECKHE CHOBHICHUS
Hapymenuss co croponsl | O4eHb T'onoBHas 60b
HEPBHOM CHUCTEMBI 4acTo
Yacro ITepudepuueckas HeHpoIarus, IapecTe3uH,
THIIECTE3UH, AMHE3H s, COHJIMBOCTD
Heuacro Cynoporn, oOMOpOK, TpeMoOp, THIICPCOMHH,
HapyueHHe BHUMaHUA
Hapymenuss co cropons! | Yacro HeuetkocTs 3peHns
OpraHa 3peHus
Hapymenua co cropons! | HewacTo Bepturo
opraHa ciyxa ¥ JJaOUpHHTa
Hapymenus co cropons! | Hacto WHudapkT MHOKapaa
cepana Heuacro Oubpunnsiys npeacepauil, CTeHOKapIus
Hapymenus co croponsl | Yacto ['unepreHsus
COCYZIOB Pegxo I"'emopparnyeckuii HHCYIBT
Hapymenus co cropons! | Hacto Oppiuka npy Harpyske
JbIXaTenbHON cucremsl, | Hewacto | bponxocnasm
OpraHoOB I'PYAHOM KIETKH U
CpeOCTEHUS
KenynouHo-KuIeyHbIe Ouens Huapes, TomHoTa
HapyIICHHS 4acTo
Yacro I'actposzodareansHas pedirokcHas Oone3Hb, PBOTA,

00JIb B KHBOTC, B3AYTHC XXHBOTA, METCOPHU3M, T'ACTPUT,
3anop, CyXoCTb BO PTY, CTOMAaTUT, IOBBIINICHHUC
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CucreMHO-OpraHHbIi Yacrora | Ilo6o4HBIe AeHCTBHA
KJ1acce ’

AKTHUBHOCTH JINIIA3Hbl, IIOBBINICHHUC AKTHBHOCTH
aMHJIa3bl B KPOBH

Hewacro | IlankpearHT, KpoBaBas pBOTa, IIO3HIBH Ha PBOTY

Hapymenus co croponsl | Hacto IToBeIIEHHE aKTHBHOCTH aJaHUHAMHUHOTpaHcepassl
[eYeHU 3 (AJIT), IOBBIICHUE AKTUBHOCTH
KETIEBBHIBOIAIIMX ITyTeH acnapraramunaotpancdepasst (ACT)
Heuacrto I'ematnT, cTeaTo3 NeYeHHU, IHTOIUTHIYCCKHANA IellaThT,
rernaToMeranus
Hapymenua co croponsl | O4eHs 18951113
KOXH U MTOJTKOKHBIX TKaHEH | yacTo
Yacto HoyHasi IOTAHBOCTh, CYXOCTh KOXKH, IPYPHIO
Heuacto | AHIMOHEBPOTHYECKMH OTEK’, OTEK JIHLIA, THIIEPTHAPO3
Penxo Cunppom CruseHca-J[)xoHcoHa?, MynbTH(QOpMHAs
spuTema’
Ouenn Toxcuueckuit snupepManbHeI Hekpomus®, DRESS-
PenKo CHHEIPOM"
Hapymenns co croponst | acto Iogeynas HEJI0CTaTOYHOCTb, HOBBIIIIEHHE
II0YEK M MOYEBBIBOAAIIMX KOHIICHTPAIlUH KpeaTHHUHA B KPOBU
nyTen

Hapymenna co . croponsl | Hewacto | I'mHexkomacths
PENpPOAYKTHBHOH CHCTEMBI
M MOJIOYHBIX Xene3

Ob6mme  Hapymesus u | YacTo YTOMIIIEMOCTD

peakunuu B MECTC BBCICHUA Heuacto 3aT0pMO)KeHHOCTB

2 TToGounble 3G ¢eKT, HabMOAABIINECS B KITMHUYECKUX UCCIEN0BaHUAX, OTNHYHEIX 0T DUET-1
u DUET-2. :
* TTo6ounsle 3¢ exThl, HaOIIOIABIIHECS B MOCTPETUCTPALIHOHHOM IIEPHOIE.

Onucanne oTAEIbHEIX HOOOUHEIX 3¢ dEeKTOB

Coino

Yame BCETO KOXHAA CHIb OBLIA JIETKOW MJIM YMEPEHHO BBIDAXXKEHHOM, B LEIOM ABJIAIACH
MaKyJIIPHOH, MaKyJIONaIlyJI€3HOH UIIH SpUTEMATO3HOH, Yallle BCEro BO3HUKANAa Ha BTOPOH Heaele
Tepanuy U peako Habmojanack mocne 4-ii Hemenu. B OGonsIIMHCTBE CilyyaeB Takas ChHIIb He
TpeOoOBaIa CHENUANBHOTO JIeYeHUs M OOBIYHO Mcye3zana depe3 1-2 Hexmenn Ha (QoHe
TPOJIOJIKAFOIIETOC IeueHHs. YacToTa CHIMH B IpymIie 3TpaBupuHa B uccienoBanusx DUET 6rpura
BBIIIE Y JKEHIIWH, YeM Y MYKYHH (O BOSHUKHOBEHHH CHIITH CTerenu 2 BB coobmanocek y 9 u3
60 [15,0 %] xenmun u y 51 u3 539 [9,5 %] myxunH; 00 OTMEHE Te€palMy B CBS3H C CHIIBIO
coobmanocs y 3 u3 60 [5,0 %] sxenumH n y 10 u3 539 [1,9 %] my>xuun). He orMedanocs pasimuyuit
B CTEIIEHH TSUKCCTH CHINH HIIM NPEKPAllleHHs TEPAIMH B CBA3M C TIONOBOM IPHHAICKHOCTHIO.
Kimmumaeckue JaHHBIE OTPpaHUYEHBI, HENb3s UCKII0YaTh YBEITMYEHNE PHCKA Pa3BUTHA PEAKIUH CO
CTOPOHBI KOXH Y ITAIIMCHTOB C KOXKHBIMH peaknusaMy, cessanaeivu ¢ HHUOT, B anamuese.

Memabonuueckue napamempel
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Macca Tena M KOHIEHTpAuUWs JMINAOB M TIIIOKO3bl B KPOBH MOTYT BO3pacTaThb BO BpeMs
HOpUMEHEHNS aHTHPETPOBUPYCHOM TEPaIIMH.

Cunopom eoccmarnognenus Wynumema

Y mnanuentoB ¢ BUY-undexnuelt u TOKEIBIM HMMyHo,ueQ)nanOM Ha MOMEHT Haydaja
KOMOHHHMPOBaHHOM aHTHPETPOBUPYCHOM TEPAUM MOXKET BOSHUKATH BOCHAIUTENBHAS PeaKIHs Ha
0eCCHMITOMHBIE WIM OCTaTOYHBIE ONMOpTyHHcTHYeckue HHOekuuu. CoolIanock Takke O
CIyyasXx pasBHTHI ayTOMMMYHHBIX 3a0oneBaHHMi (Hampumep, Oone3sHn IpeiiBca n
ayTOMMMYHHOTO TellaTHTa), HO BpeMs Hayana 3a00JeBaHMS BapbUPOBATO Ooliee 3HAYUTEIIBHO,
BIUIOTH /10 MHOTHX MECAIIEB ¢ MOMEHTA Havajla Tepanuu.

Ocmeonexpos

Coo0bmanock 0 caydasx pa3BHTHS OCTEOHEKPO3a, OCOOCHHO y MAlMEHTOB ¢ (aKTOpaMH PUCKa,
pacnpocrpanensoit BUY-undexuueit Wiy UIATENEHBIM NpPUMMEHEHHEM KOMOHMHHUPOBaHHOM
AQHTHPETPOBUPYCHOH Tepanuy. YacToTa pa3sBUTHS OCTEOHEKPO3a HEM3BECTHA.

Heru (ot 1 o 18 ser)

Onenka 6€30MaCHOCTH Yy JieTeil M HOAPOCTKOB OCHOBaHA Ha IByX HCCIIE/IOBAHMSX B OHOM rpymIme.
PIANO (TMC125-C213) — a0 uccnenopanue ¢assl 11, B koropom 101 maruenT Bospacte ot 6 10
18 ner, nadunuporanusii BUY-1 u panee npuﬁnmaani»i aHTHPETPOBHUPYCHEIE IIperaparTsl,
IIPMMEHSUT 3TPAaBUPUH B KOMOMHAIMM C APYTUMH aHTHPETPOBHPYCHBIME Ipenaparamu. TMC125-
C234/IMPAACT P1090 — sto nccienoBanue ¢assr I/II, B xoTopoM 26 ManmeHToB B BO3PACTE OT
1 no 6 ner, uanpuuupoBansHeix BUY-1 1 paHee npuHUMABIINX aHTUPETPOBHPYCHBIE IIPEIIapaThl,
MIPUMEHSAIM TPaBUPUH B KOMOMHAIMHK C APYTHMH aHTHPETPOBUPYCHBIMH NIpeTiapaTaMH.

B wuccinenosanuax PIANO u TMCI125-C234/IMPAACT P1090 ubacToTa, THO M TSKECTh
n00OYHEIX JACHCTBMH y JeTeil ObUIM CPABHUMBI C TaKOBBEIMH BO B3pOCIOH nomyisamuu. B
uccneporanu PIANO o cpiny gaie cooOnanock y JIHIL )KEHCKOTO I10J1a, Y€M Y JIHII MY>KCKOTO
noJa (CBIIb CTETICHH TSKeCTH > 2 Habmonanacsk y 13/64 (20,3 %) nun >xenckoro nona u 'y 2/37
(5,4 %) nmuu My>xckoro nona; o6 OTMEHE TEpaIlMy B CBS3H C CHINBIO coobmmanock y 4/64 (6,3 %)
aui sxeHckoro mona u 'y 0/37 (0 %) nuu myxckoro riona. Yaie celnb ObLia Jerkoit WK cpeaHe
CTEIICHH TKECTH, MaKyJIIpHOro/TalyIApHOrO THIIA M HOABIANACH HA BTOPOH HEZENe TEPalHH.
Crinb 6blTA B OCHOBHOM CaMOOTPGHMYHMBAIOIIEHCS M B OCHOBHOM paspeliaiach B Tewernte
1 Henenu Ha GOHE MPOAOIDKAIOILEHCS Tepalui.

B HOCTPErHCTpalMOHHOM PETPOCTIEKTHBHOM KOTOPTHOM HCCIEAOBAHHH, LENBI0 KOTOPOro OBIIO
000CHOBaHHE JOITOCPOYHOro mpoduirst 6e3omacHocTy 3TpaBupuHa y BIY-1 naGHIMPOBAaHHBIX

JETed ¥ MOAPOCTKOB, MOMYYABIIMX 3TPABUPHH C APYTHMMH aHTHPETPOBUPYCHBEIMHU INpENapaTaMH
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(N = 182), o cunapome CtuBeHca-/[)oHCOHa coobmanocs ¢ 6onee BrIcokor yacToTol (1 %) mo

CPaBHEHHUIO ¢ YACTOTOH B KIMHUYECKUX HCCIEOBAaHUAX Y B3pocibiX (< 0,1 %).

Jpyrue ocoOble IONyIAIHH

Iayuenmaor ¢ Ko;uud)ekuueﬁ supycom zenamuma B u/unu eupycom zenamuma C

CornacHo pesynbraTaM 00BEIMHEHHOTO aHaIM3a AaHHBIX HccaenoBaHuil DUET-1 u DUET-2,
4acToTa PasBUTHA HapymeHUH (QYyHKIUM IedeHH OblIa HECKOJBKO BBHIIIE Y NAMEHTOB C KO-
uH(DEKIHeH, IOoNyJaBIInX STPaBUPHH, 4€M Y IAIHEHTOB C KO-MHOEKUHeH B rpymme Iuianedo.
Ipenapar KJIIECUIPA® no/oKeH IPMMEHSATECS Y STUX NALHEHTOB C OCTOPOXHOCTBIO. '
Ilepenosnposka

JIaHHBIX 0 CUMIITOMax NEPEAO3UPOBKH STPAaBUpPHHA B HACTOALIECE BpEMs HET, OHAKO, BEPOSITHO,
yro Hambonee JacTele MOOOYHBIE ACHCTBHS NIPU IIpHEME ST‘paBI/IpI/IHa; Takye Kak Chlllb, AHapes,
TOIIHOTA M TroJIOBHas Oonb, OynyT Hambonee uyacTeiMu cuMmnTomMamu. Her cmnermguueckoro
aHTUOTA JUIS JIEYEHUS NEepeO3UPOBKH ATpaBHpHHOM. Tepamnus mepeao3UpoBKH IIPEnapaToM
KJIECUJIPA® Bxmouaer obmue NOMIEPKHBAIONIME MEPH, B TOM YHCIE HaOMIOeHHe 3a
KM3HEHHO BaXHBIMHM IIapaMeTpaMH H KIHHHYECKHM COCTOSHHEM IanueHTa. IlocKonbky
STPABUPHH 3HAYHTEIHHO CBA3BIBACTCH C GETKAMM, JHATH3 BPSL JTH IPHBEIET K 3HAYHTCIBHOMY
BBHIBEJICHHIO JIEHCTBYIOIIETO BEIIECTBA.

B3aumoneiicTBHE ¢ APYTHMH JEeKAPCTBEHHBIMH CPeACTBAMH

Jlexapcmeennsle npenapamol, 61uUsAIOWUE HA KOHUEHMPAWUIO IMPASCUPUHA 8 NIIA3ME
OrpaBupuH Merabomusupyercs cucteMo ruroxpoma P450 CYP3A4, CYP2C9 u CYP2C19, a
€ro  MeTa0oNUTHl  IIOJBEPralOTCA  I[NIIOKYPOHHPOBAHHIO IIOX  BIHMSHHEM (epMeHTa
ypuauHARpochaTrIoKypoHo3wITpanchepaspl. JlekapcTBeHHbIE IpenapaThl, MHAYLHUPYIOLIHE
m3opepmentsl CYP3A4, CYP2C9 wmun CYP2C19, moryT HoOBBIIATH KIMPEHC 3TpaBHpPHHA,
BCJIE/ICTBHE YEro CHIKAETCS €ro KOHIIEHTpaLUs B IUIa3Me.

Onuospemennoe npuMeHenne npenapara KIIECUJIPA® u npenaparos, KOTOpsIE HHTHOHPYIOT
uzodepmentel CYP3A4, CYP2CY9 mmn CYP2C19, MoXeT CHHXATh KIMPEHC 3TpaBHpHHA U
IIOBHIIIIATh €I0 KOHLIEHTPAIHIO B IIa3Me.

Jlexapcmeennvle npenapamsl, Ha MEMAOONUIM KOMOPLIX 6AUAEH IMPACUDUH

O1paBupuH sBisiercs cnabpiM nHAyKTopoM m3odepmenta CYP3A4. CoMmecTHOE IDHMEHEHHE
npenapata KJIECUJIPA® u mnpemapaToB, KOTOpble METaOONM3UPYIOTCS B OCHOBHOM
uzoepmenTom CYP3A4, MoxeT NPHBOANUTE K CHIDKEHHMIO KOHLEHTPAIUH TaKHUX IPENapaToB B
ILUIa3MeE M, CIIE0BATENbHO, OCIA0IATh WM YKOPaYUBATh UX TEPANIeBTUYECKUE dPPEKTEI.
OTpaBupun ABsETCA cnabbiM HHrHOUTOpOoM H3odepmenTtoB CYP2CY u CYP2C109. OTpaBuUpuH

TAK)KE ABJISETCA CIa0biM MHrHOHTOpOM P-rimmkonporenHa. CoBMECTHOE IPUMEHEHHE ITPaBMPUHA
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
i

M [penapaToB, KOTOphlE MeTaboNM3NPYHTCS B OCHOBHOM wu3odepmentamu CYP2C9 wmm
CYP2C19 wnm TpaHCHOPTHPYIOTCS C IIOMONIBK P-TIMKOIpOTEMHA, MOXET IOBBIIIATH
KOHIICHTPAIIHIO TAaKUX MpENapaToB B IUIa3Me U, CISIOBATENbHO, YCUIMBATh WIH IPOATIEBAaTh HX
TepaneBTHYECKUE WIH T0O0UHEIE 3P EeKTHI.

W3BeCTHBIC H TEOpETHUYECKHE B3aUMOAEIHCTBYA C OTAEIbHBIMU NIpeliapaTaMHi aHTHPETPOBUPYCHON
Tepanmuil W JPYIHX TIPYII IEpeddclIeHH B Tabnune Humxke. OTa TabioMua He SBIAETCA
BCEOOBEMITIONLIEH.

Tabunia B3auMoIeHCTBHI

B3zaumoneicTBus MeXAy OSTPaBUPUHOM M COBMECTHO IPHUMEHAEMBIMH JEKapPCTBEHHBIMH
npenapaTamy epevruciIeHbl HiKe (IOBBIIEHNE YKa3aHO KaK «», CHIDKEHHE KaK «», OTCYTCTBHE
H3MEHEHMH KaK «+>», OTCYTCTBHE NaHHBIX UCCIC/IOBAaHHH KaK «H/0», JOBEPUTEIbHBIA HHTEPBAI

Kak «JI»).

JlexapcrBennble | Bausnue  Ha  koHneHTpammm | Pexomenaanum no
NpenapaThl npenapaToB COBMECTHOMY NIPHMEHEHHIO
CoorHomenne cpeIHHuX .
HauMeHbIIMX KBajapatoB (90 %
JM; 1,00 = orcyrcTBHE 3 dhexTa)
IIPENNAPATHI 1JIs1 JEYEHUS WHOEKITAA
IpenapaThl aHTHPETPOBHPYCHOH TEpPaAlHH
Hyxneomuonvle/nykneozuonvle unzubumoput o6pamuoti mpanckpunmasvl (HHOT)
Jnpano3ux Junano3ux He Ha0II01aI0Ch
400 mMr 1 pas B | AUC « 0,99 (0,79-1,25) 3HAYHATEJIBHOTO BIHUSAHUSL  Ha
CYTKH Cmin B/0 napameTpsl  (hapMaKOKHHETHKA
Cmax <> 0,91 (0,58-1,42) JMJTAaHO3UHA ¥ STPABHPHHA.
OTpaBUpUH [pemapar  KJIECUIPA® u
AUC & 1,11 (0,99-1,25) JIaHO3HH MOTYT NIPHMEHSATHCS
Cmin <> 1,05 (0,93-1,18) 6€3 KOPPEKILIUH J103.
Cmax < 1,16 (1,02-1,32)
Tenodorupa Tenodorup He Ha0II01a7I0Ch
JI30TIPOKCHIT AUC « 1,15 (1,09-1,21) 3HA4YUTEIBHOTO  BIHSIHHA  Ha
245 mr 1 pa3 B | Cwmin T 1,19(1,13-1,26) mapaMmeTpsl  (apMaKOKMHETHKH
CyTKH" Cumax T 1,15 (1,04-1,27) TeHODOBHpa H  JTPABHpPHHA.
‘ OTpaBUPHH IIpenapar KJIECUJIPA®
AUC | 0,81 (0,75-0,88) TEHO(OBUpP MOTYT IPUMEHATHCA
Cmin | 0,82 (0,73-0,91) 0e3 KOppEeKIIH J103.
Cmax | 0,81 (0,75-0,88)
Hpyrue HUOT He wusyyamoch, HO HE OXHIAETCA | DTPaBUPHH MOXKET IIPHUMEHATHCS
B3aUMOJECHCTBUH, yuutsBas | ¢ atuMu HUOT 6e3 xoppexuuu
OCHOBHOH [IOYEYHBIH yTh | J03.
BBIBEICHUS b113)743%0.4 HUOT
(Hanpumep, abakaBupa,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 30.11.2023 N= 25250
(Bxopawmi M3 N=4264236

JlekapcTBeHHBbIE
npenaparbl

Biusine . Ha  KOHIEHTPalHMH
npenapaTor
CooTHoIIEeHHE CpeIHUX

HauMeHBIIMX KBagpatoB (90 %
JAM; 1,00 = orcyreTBue 3¢ dexra)

PexoMeHaanuu mno
COBMECTHOMY NPHMEHEHUI0

SMTpUIUTA0HHA, MaMUBYIMHA,
CTaBYJMHA ¥ 3UJOBYJHHA).

Henyxneosuouvie un

2UOUMOPbL 0OPAMHOU MPAHCKPUNMA3Y

1 (HHHOT)

AdaBupens
Hesupanun
PunnueupuH

ITponemoHCTpHpPOBaHO, qTO
koMOunupoBanue apyx HHUOT ge
IPUHOCHUT JTOTIOTHUTENBHOM IONB3BL.
IIpy  COBMECTHOM  NPHUMEHEHHMH
npemnapara KJIECUIPA® c
3paBUpEeH30M HIM HEBHUPAITHHOM
MOXKET HaOIF0aThCs 3HAYHTEIHHOE
CHUKCHHE KOHIIEHTPAILlUH
3TpaBUpPHHAa B IUIa3Me MU IOTEpS
TepaneBTHYECKOTO s dexTa
npenapara KJIECUJIPA®.
CoBMecTHOE IIPUMEHEHHE NpenapaTa

KIIECUJIPA® w©  pwinuBHpUHA
MOXET TPUBECTH K CHIDKEHHIO
KOHIIEHTpAlu¥  PWIIUBHPHHA B
iasme " norepe ero

TepaneBTHIeCKOoro 3ddexra.

Ilpenapar KJIIECUJIPA® me
pexoMeHayeTcs OPUMEHATH
coBMmecTHO ¢ ApyrumMu HHUOT.

Hneubumoper npomeasvr BUY, ne Oycmupoeannvie (m.e.

pumoHasupa uny Kobuyucmama 6 HuKou 0oze)

b6e3 coemecmnozo HPpUMEHEHUA

Wuannasup IIpu  coBmectHoM  mnpuMeHenun | [Ipemapar KJIIECUIIPA® ne
npemnapara KJIECUJIPA® C | peKOMEHIYyeTCs MIPUMEHSATH
MHIMHABHPOM MOXET OTMEYaThCs | COBMECTHO C MHAMHABHPOM.
3HAYUTEIHHOE CHIDKEHHE
KOHIICHTpallu¥ HHAUHABHPA B I1a3Me
W TOTEpS €ro TepalneBTHYECKOro
st dexTa. ~

Hendunasup Bsaumoneiictee He  m3ydanock. | Ilpemapar KJIECUJIPA® ne
Osxupaercs, 4TO Ipenapar | peKOMEeH,1yeTcs [PUMEHSATH
KJIECUJIPA® IIOBBICUT | COBMECTHO C HeNIUHABUPOM.
KOHIIGHTpallMi0  HenuHaBHpa B
nIasMe.

Hnzubumopur npomeasvt BUY, 6ycmuposanHvie pumoHasupom 8 HUSKUX 003ax

ATtazanapup/
PHUTOHABUD
300/100 mr 1 pa3z B
CYTKH

ArazaHaBup

AUC | 0,86 (0,79-0,93)
Cmin | 0,62 (0,55-0,71)
Cmax <> 0,97 (0,89-1,05)
OTpaBUPHH

AUC 11,30 (1,18-1,44)
Cmin T 1,26 (1,12-1,42)
Cmax 7 1,30 (1,17-1,44)

IIpenapar KJIECUJIPA®
KOMOMHAIMA aTazaHaBup/
PUTOHABHP MOTYT NPUMEHATHCA
0e3 KOppEeKINH 103.

Hapynasup/
PHUTOHABHD

EaQYHaBI/IQ
AUC « 1,15 (1,05-1,26)
Coin < 1,02 (0,90-1,17)

KJIIECUJZIPA® u
napyHaBup/

IIpenapat
KOMOMHAIHA
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.11.2023 N= 25250
(Bxopawmi M3 N=4264236

JlekapcTBeHHbIE
npenaparsbl

Bansinue HAa  KOHIEHTPAUHH
npenapaTor
CooTHOmIEeHHE CpeIHuX

HanMeHslIMX KkBagpatoB (90 %
JH; 1,00 = oTcyrcrBue 3¢ dexTa)

Pexomenganun
COBMECTHOMY NPUMeEHEeHUI0

no

600/100 mr 2 pasa
B CYTKH

Crmex < 1,11 (1,01-1,22)
OTpaBUpUH .
AUC | 0,63 (0,54-0,73)
Chin | 0,51 (0,44-0,61)
Cmax | 0,68 (0,57-0,82)

PUTOHABUP MOTYT NPUMEHATHCS
0€3 KOppEeKUHH J03.

®docamnpenasup/

AwMrpeHaBup

ITpu coBMECTHOM IIPHUMEHEHHH C

PHUTOHABHP AUC 1 1,69 (1,53-1,86) IIpenapaToM KJIIECUIPA®
700/100 mr 2 paza | Cmin T 1,77 (1,39-2,25) MOXET noTpeboBaTHCA
B CYTKH Cmax T 1,62 (1,47-1,79) CHIDKEHHE 103 B KOMOMHaIUIX
OTpaBUpUH aMIpeHaBUP/PATOHABUP u
AUC & ? (ocaMrpeHaBUp/PUTOHABHD.
Crin > 2 JAns  CHIDKEHHA [O3 MOXET
Cmax < ? paccMaTpuBaTbCd  IPUMEHEHHE
pacTBOpa s IpYeMa BHYTPb.
Jlonuuaasup/ JlonuHaBup [Ipenapar KJIECUIPA® w
PUTOHABHD AUC « 0,87 (0,83-0,92) KOMOMHaLuS JIOTIHHABUD/
(B Tabnerxax) Coin | 0,80 (0,73-0,88) PUTOHABHP MOT'YT IPUMEHATHCH

400/100 Mr 2 paza
B CYTKH

Cmax < 0,89 (0,82-0,96)
OTpaBUPHH ,

AUC | 0,65 (0,59-0,71)
Cuin | 0,55 (0,49-0,62)
Cmax | 0,70 (0,64-0,78)

6€3 KOppeKIuH J03.

CakBuHaBHp/
PHTOHABHP
1000/100 mr

2 pa3a B CyTKH

CaxBUHABHD

AUC « 0,95 (0,64-1,42)
Cmin | 0,80 (0,46-1,38)
Cmax < 1,00 (0,70-1,42)
OTpaBUPHH

AUC | 0,67 (0,56-0,80)
Cmin | 0,71 (0,58-0,87)
Cmax | 0,63 (0,53-0,75)

[penapar KJIECUJPA® u
KOMOUHAIMA CaxBUHaBUp/
PUTOHABHP MOTYT NPHUMEHATHCS
0€3 KOpPPEKIUH 03.

TunpanaBup/ Tunpasasup He pexkomeHayeTcs COBMECTHO
PHTOHABUP AUC 1 1,18 (1,03-1,36) IPUMEHATh KOMOHHAITHIO
500/200 mr 2 paza | Cmin T 1,24 (0,96-1,59) TUIpaHaBUP/PUTOHABUP %}
B CYTKH Cmax T 1,14 (1,02-1,27) npenapar KJIECUJIPA®.
OTpaBUpHH
AUC | 0,24 (0,18-0,33)
Cuwin | 0,18 (0,13-0,25)
Cmax | 0,29 (0,22-0,40)
Huzubumopwr npomeasvr BUY, 6ycmuposantsle KoOUYUCmMamom
ATazanaBup/ Bsaumoneiicteus He nzydamucsh. Ilpu | He pexomenayercs coOBMECTHOE
KoOUIUCTaT COBMECTHOM IPUMEHEHHH Ipenapara | IpMMEHEHHUE Ipemnapara
Hapynasup/ KJIIECUIPA® ¢  xomb6unamnueit | KJIECUJIPA® ¢ xomGuHauueit
KOOHLIMCTAT aTa3aHaBUpP/KOOHLIHCTAT WIH | aTa3aHaBHP/KOOUIHCTAT HIU
KoMOMHanuen KoMOuHamen napyHaBup/
JapyHaBHP/KOOMIIUCTAT MOXeT | KOOHIUCTAT.

17




COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 30.11.2023 N= 25250

(Bxopawmi M3 N=4264236

JlexapcTBennble | Biausaue Ha KOHIeHTpauun | Pexomenganuu no
npenaparsl npenapaTos COBMECTHOMY IIPUMEHEHUIO
CooTHOmICHUE CpeIHHX
HauMeHbINX KkBaapaToB (90 %
JAM; 1,00 = oTcyTcTBHE 3¢ dexTa)
CHIKAThCA ~ KOHLIEHTpaLus
HHTHOUTOpA IpOTEa3kbl u/unu
KoOHMILIMCTaTa B IIIa3Me, YTO MOXKET
IIPUBECTH K HoTepe
TEparieBTHUECKOT0 apdexta u
Pa3BUTHIO PE3UCTEHTHOCTH.
bnoxamopwr CCRS peyenmopos
Mapasupox MapaBupox PexomennoBanHas ao3a

300 Mr 2 paza B
ACHb

MapaBupox/
JapyHaBup/
PHUTOHABHP
150/600/100

2 paza B CyTKH

Mr

AUC | 0,47 (0,38-0,58)
Cmin | 0,61 (0,53-0,71)
Cmax | 0,40 (0,28-0,57)
OTpaBUpPHH _
AUC < 1,06 (0,99-1,14)
Cmin < 1,08 (0,98-1,19)
Cmax <> 1,05 (0,95-1,17)

Mapasupok* :

AUC 13,10 (2,57-3,74)

Cmin T 5,27 (4,51-6,15)

Cmax T 1,77 (1,20-2,60)

* TIo cpaBHEHHIO C MAPABUPOKOM
150 mMr 2 pa3a B CyTKH.

MapaBHpOKa IIPH COBMECTHOM
NpUMEHEHNH C  IpernapaToM
KIIECUIPA® B mnpucyrcTBHHA
MOIITHBIX HHTHOWTOPOB
nporeassl cocrasager 150 wmr
2 pasa B CYTKH, 32 HCKIIOYEHUEM
KOMOMHanuu  ¢ocaMpeHaBup/
PHUTOHABUD, IPUMEHATH KOTOPHIE
B KOMOWHAIMM C MapaBHPOKOM
He pexoMeHayercs. Koppeknus

‘| nossl mpemapara KJIECHUJIPA®

He TpeOyercs.

Hnzubumopul cruanust

OHbyBUPTHI
90 Mr 2 pasza B
CYTKH

ArpaBupus*
AUC &2

Coh < ?

Konnentpanus 3HQYBHpPTHAZ HE
H3y4ajach, BIHAHUA HE OKHIAETCs.
*TTo JaHHBIM aHAIM3a
HOIYJIANHOHHOH (hapMaKOKHHETHKH. -

IIp¥ COBMECTHOM IIPHUMEHEHHH
npenapata KJIECUJIPA®
9H(DYBUPTHIA B3aMMOAECHCTBUS
HE 0XKHIAETCS.

Huzubumopor unmezpasvt BU4

HonyterpaBup
50 mr 1 pa3 B cyTkH

BOJIYTC! ‘PAaBHUP

AUC | 0,29 (0,26-0,34)
Cumin | 0,12 (0,09-0,16)

Cumax | 0,48 (0,43-0,54)

OTpaBUpHH

AUC & ?

"Cmin > a

Cmax < 2

Honyrerpasup +
napyHaBup/
puroHaBup 50 Mr

1 pa3 B cyTku +
600/100 mr 2 paza
B CYTKH

Jonyrerpaeup

AUC | 0,75 (0,69-0,81)
Crin | 0,63 (0,52-0,77)

Cmax | 0,88 (0,78-1,00)

OTpaBHpPUH

AUC &*

OTpaBupHH 3HAYUTEIILHO
CHMXKAET KOHIICHTPALUH
JIONyTeTpaBupa B  IUIa3Me.
Bmusaue STpaBUpPHHA Ha
KOHIICHTPAIHUIO IOJyTErpaBupa B
IazMe CHIDKAJIOCh
IIOCPENCTBOM COBMECTHOTO
TIPUMEHEHHS KOMOMHanmi
JapyHaBUp/pHTOHABHD WK
JIOTTUHABUP/PUTOHABHD, %}
MIPEATIONAraeTcs, YTO OHO TaKXKe
MOXET CHIDKAThCA oz
BO3/IeiicTBHEM KOMOHHAIUH
aTa3aHaBUP/PUTOHABHD.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 30.11.2023 N= 25250
(Bxopawmi M3 N=4264236

JlexapcTBeHHEbIC
npenapaTsl

Biusinme  Ha  KOHUEHTpalUHU
npenapaToB
CootHomenue CcpeIHux

HauMensmIMX KkBaapatos (90 %

PexomMenaanun no
COBMECTHOMY NPMMEHEHHIO

JH; 1,00 = orcyrcrBue 3¢ dexra)

Crin & ?

I[Ipenapar KJIECUIPA® moxHO

Cinax <> 2 OPUMEHATE B KOMOMHaIMH C
JIONyTErPaBUPOM  TOIBKO B
Honyrterpasup + | Jonyrerpasup ciydae OJJHOBPEMEHHOT'O
nonuHaBup/ AUC « 1,11 (1,02-1,20) MIPUMEHEHUS KOMOWHAIIHIA:
putonaBup 50 Mr | Cmin T 1,28 (1,13-1,45) aTa3aHaBHP/PUTOHABHD,
1 pa3 B cytku + | Cmax < 1,07 (1,02-1,13) JlapyHaBUP/pUTOHABYP WK
400/100 Mr 2 pa3za | OTpaBUpHH JONMHABHP/pUTOHABUp. Takue
B CYTKH AUC «? KOMOHMHAIMH MOYHO
Crin & ? HCIIONB30BaTh 0€3 KOPPEeKIHH
Cmax > * JIO3BI.
Panterpasup Panterpasup IIpenapar KJIECUIPA® u
400 mr 2 paza B | AUC | 0,90 (0,68-1,18) panTerpasup MOTYT

CYTKH

Chmin | 0,66 (0,34-1,26)
Cmax | 0,89 (0,68-1,15)
OTpaBHpHH

AUC « 1,10 (1,03-1,16)
Cmin < 1,17 (1,10-1,26)
Cmax «> 1,04 (0,97-1,12)

IPUMEHATECS 03 . KOPpEeKLHUH
J103.

AHTUAPUTMHUYECKHUE ITPEITAPATDBI

Jluroxcus
0,5 Mr ogHOKpaTHO

Jluroxcus
AUC 1 1,18 (0,90-1,56)
Cmin H/O

| Conax 1 1,19 (0,96-1,49)

[Ipemapar  KJIECUJIPA® u
JUTOKCHH MOTYT TPUMEHSITHCS
6e3 KOPPEKIHH 703.
Pexomenayercs wabmronare 3a
KOHIIEHTpalMeH JAUrOKCHHA TIpH
OJTHOBPEMEHHOM NPHMEHEHUU C

npenapatom KJIECUJIPA®.

Awmuonapon BzammogelicTBne He  u3ydanock. | Tpebyercs cobmoaaTh
Bbenpuun [Ipennonaraercs, 4To  IpenapaT | OCTOPOXKHOCT; o Mepe
Huzonupamun KJIIECUJIPA®  Gymer  CHHXKATH | BO3MOXKHOCTH  PEKOMEHIYETCS
drnexanaug KOHIIEHTPaLUH 3TUX | HaOMIOJaTh 3a KOHIEHTPAlUAMU
JInpoxaux AHTHAPUTMHYECKUX IIpernapaToB B | aHTHAPUTMHYECKUX IIpENapaToB
(cucTeMHO) IUIa3Me. IIPY COBMECTHOM IPHUMEHEHHH C
MekcuneTns npenapatom KJIECHUJIPA®.
ITponadeHon
XVHUIMH
AHTUBHOTUKH
A3UTpOMHLIME BsaumMogeiicteue He  u3yyainock. | [Ipemapar  KJIECUJIPA® wu

YauThIBas NyTs  BBIBEJIEHUS | A3UTPOMHULHH MOTYT

a3UTPOMHIIMHA C  OKGNYBKD, HE | IPUMEHAThCS 0e3  KOppeKuMu

IIpeATonaraeTcs JIEKAPCTBEHHBIX | JI03.

B3aHMOJICHCTBUH MEXITY

a3UTPOMHIIMHOM M IIPENapaToM

KJIECUJIPA®.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 30.11.2023 N= 25250

(Bxopawmi M3 N=4264236

JlekapcTBeHHble | Biusinme  Ha  KOHHeHTpanuu | Pekomenpammm no
npenaparsl npenapaToB COBMECTHOMY NPUMEHEHHUI0
CooTtHoleHne CpeIHHuX
HanMeHbIIMX KBaapatoB (90 %
JM; 1,00 = orcyrcTBHe 3¢ dexTa)
Knapurpomunux Knapurpomuniua KonuenTpanms
500 mMr 2 pasa B | AUC | 0,61 (0,53-0,69) KIapUTPOMHIIUHA B  IUTa3Me

CYTKH

Crin | 0,47 (0,38-0,57)

CHIDKaJach IIOJ BO3JIEHCTBHEM

Cmax | 0,66 (0,57-0,77) 9TpaBUPHHA,; OJIHAaKO,
14-ruipOXCH-KIAPUTPOMHALIUH KOHIICHTPALHS aKTHBHOTO
AUC 1 1,21 (1,05-1,39) MeTabonuTa, 14-rugpoxcu-
Cmin < 1,05 (0,90-1,22) KIapUTPOMMIIMHA, BO3pacTaia.
Cmax T 1,33 (1,13-1,56) ITockonpky 14-runpoxcu-
OTpaBUpUH KIIAPUTPOMHIIUH obnmanmaer
AUC 1 1,42 (1,34-1,50) CHM)KEHHOHU AKTHBHOCTbHIO
Cmin 1 1,46 (1,36-1,58) npotuB Mycobacterium avium
Cmax T 1,46 (1,38-1,56) complex (MAQC), obmas
aKTUBHOCTh  TIPOTHB  3TOrO
naToreHa MOXeT OBITH
H3MEHEHa; CIeNOBaTeNbHO, A
neyenuss MAC  neobxomumo
pPaccMOTpETh  AIbTEPHATUBHEBIE
KJJAPUTPOMHIINHY Ipenaparsl.
AHTHKOATYJSHTBI
Bapdapun BzanmopelicTBHe He  H3y4anock. | [I[pH COBMECTHOM NPHUMEHEHHH
[Ipennonaraercs, 9ro mnpenapar | Bapbapuna %4 npenapara
KJIECUJIPA®, Gymer mnosmmars | KJIECUJIPA® pekomernyercs
KOHI[CHTPALHIO BappaprHa B IazMe | HabIoAaTh 32 MEXIyHAPOAHBIM
HOPMAaJIM30BAHHBIM

otaomenueM (MHO).

| HPOTHBOCYJOPOXXHBIE CPEJICTBA

Kapbamazenun Bsaummoneiicteue He  uM3ydanochk. | KoMOmHanus HE
®enobapbuTan . IIpeanonaraercs, uTo kapbaMa3enuH, | peKOMEHIYETCA.
dennTonH dbenobapbuTan u (GeHuTouH OyayT

CHHXATh KOHICHTPAIIUIO 3TPABHPHUHA

B ITa3Me.
INPOTUBOI'PUBKOBBIE CPEJICTBA
®iykoHa301 drykoHazon [penapar KJIECUJIPA® u
200 Mr AUC « 0,94 (0,88-1,01) (bykoHazon MOTYT
OJJHOKPATHO Cuin <> 0,91 (0,84-0,98) NIPUMEHATBCI  0e3 KOPPEKIHH
yTpoM Cmax < 0,92 (0,85-1,00) J103.

OTpaBApUH

AUC 1 1,86 (1,73-2,00)

Cuin 12,09 (1,90-2,31)

Cmax 1 1,75 (1,60-1,91)
HrpakoHaszon Bsaumogeiicteue He  u3ydanock. | [Ipemapar KJIECUPA® u stH
Kerokonazon ITo3akoHa30), MOIIHBIH HHTHOUTOp | IPOTHBOIPHOKOBBIE  CpPEACTBA
Ilo3akoHazon CYP3A4, MOXET HOBBIIIATE | MOTYT NPUMEHATHCA 6e3

KOHIIEHTPALIMIO  JTPaBHPUHA B | KOPPEKIIUH J03.

IIasMe. I/ITpaKOHa30J'I H KE€ETOKOHA30J
SBJIAOTCA MOIIHBIMHA I/IHI‘PIGI’ITOPﬁMI/I,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.11.2023 N= 25250
(Bxopawmi M3 N=4264236

JlekapcTBeHHble | BausHme  Ha  KoHUeHTpanuH | Pexomenpanmu no
npenaparsl npenapaToB COBMECTHOMY NPHMEHEHHIO
CooTHomenne cpeIHnX

HauMeHsIMX kBaapatoB (90 %
JAH; 1,00 = orcyTcTBHE dpdhexTa)

a Ttakke cyoOcrparamu, CYP3A4.
CoBMeCTHOE CHCTEMHOE IPUMEHEHHE
UTPaKOHA307a WIH KETOKOHAa3ola H
STpaBUpPUHA  MOXET  IIOBHIIATH
KOHIIEHTPALMI0 ~ JTpPaBHpPHHA B
mwrasMe. B TO0° XK€  Bpems#
KOHLIEHTpAaLUs HTpaKoHa30/la HIH
KETOKOHa30Jla B IUIa3ME€ MOXET
CHIKATbCd IO BO3JEHCTBHEM

npenapara KJIECUJIPA®.
Bopukonazon Bopukonaszon IIpemapar KJIECUJPA® u
200 mr 2 pasa B | AUC 1 1,14 (0,88-1,47) . | BOpHKOHAa301I MOTYT
CYTKH - Cumin T 1,23 (0,87-1,75) HOPUMEHATECE 0€3 KOPpEeKIHU

Cmax | 0,95 (0,75-1,21) J03.

OTpaBUpHH

AUC 1 1,36 (1,25-1,47)
Camin 1 1,52 (1,41-1,64)
Cuax 1 1,26 (1,16-1,38)

CPEJCTBA JIVIs1 TEYEHUS MAJISIPUA

Aptemerep/ Apremerep IIpn coBMecCTHOM IPUMEHEHHH
JoMe(haHTPHH AUC | 0,62 (0,48-0,80) npenapata KJIECUJIPA® u
80/480 mr, 6 103 Cuin | 0,82 (0,67-1,01) KOMOMHAIIMH apremerep/
yepes 0, 8, 24, 36, | Cmax | 0,72 (0,55-0,94) nmromedaHTpUH TpebyeTcs
48 u 60 vacor AurnapoapTeMHU3HHAH TIUATEIbHOE HAONIOACHHE 32
‘ AUC | 0,85 (0,75-0,97) OTBETOM Ha
Cmin} 0,83 (0,71-0,97) IIPOTUBOMAIIPUIHYIO TEpaITUIo,
Cmax | 0,84 (0,71-0,99) ) MIOCKONBKY 3HAYHUTEIBHOE
Jromedantpun CHIDKEHHE KOHLEHTPAI[HH
AUC | 0,87 (0,77-0,98) : apTeMerepa M €ro AaKTHBHOTO
Cumin < 0,97 (0,83-1,15) MeTabonuTa
Crmax <> 1,07 (0,94-1,23) JUTHJIPOAPTEMHU3UHHIHA B IUIa3Me
OTpaBupuH MOXET MPUBOJATH K CHH)KEHHIO
AUC & 1,10 (1,06-1,15) IIPOTHBOMAIIIPUHHOMN
Cmin <> 1,08 (1,04-1,14) spdextuBHOCTH.  Koppekuun
Cmax « 1,11 (1,06-1,17) nossl npenapata KJIECUIPA®
HE Tpebyercs.
INPOTHBOTYBEPKYVJIESHBIE IIPEITIAPATBI
Pudamnunyn Bzaumonelicteue He  u3yyanock. | KomOuHanus HE
Pudanentun Pupammunue U pudaneHTHH MOTYT | peKOMEHIyeTCs.
CHH)KATh KOHIIEHTPAIIMIO 3TPaBHPHHA
B IUIa3Me.

OTpaBUpUH CIIEAYeT IPUMEHATH B
KOMOMHaIUM ¢  OyCTHpPOBaHHBEIM
MHTHOUTOpOM IIPOTEA3HL.
CoBmecTHOE IIPUMEHEHHE
pudamMnuiEa ¥ OyCTHPOBaHHBIX
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.11.2023 N= 25250
(Bxopawmi M3 N=4264236

Jlexapcreennple | Biusgume  Ha  KoHUeHTpauuM | PexoMenmaumu no
npenaparkl npenapaTos , COBMECTHOMY IIPHMEHEHHIO
CoorHomenue CPEeIHUX

HauMeHbIIHX KkBaapaToB (90 %
JM; 1,00 = orcyTecTBHE 3dQ(hexTa)

HMHTHOUTOPOB IIPOTEA3BI
NPOTHBOIIOKA3aHO.
Pugabytun Ilpu coBmectHOM mpuMeHeHnn c | Kom6GuHammio npernapara
300 Mr 1 pa3 B | OycTHpPOBaHHBEIM unruburopom | KIIECUIPA® c
CYTKH IpOTEeashl: HCCIeN0BaHNe | OYCTUPOBAaHHBIM HHTHOHTOPOM
JIEKapCTBEHHBIX B3aUMOAEHCTBUHN He | mpoTeasl #  pudabyTHHOM
IPOBOZMIIOCK. CornacHo | crenyer IPHMEHSATh c
HCTOPHYECKMM  JAaHHBIM  MOXHO | OCTOPOXHOCTBIO, YUYUTBIBAs

OXUAATh CHYDKCHUS KOHLEHTPAIWH | PUCK CHIXKEHHS KOHIEHTPAIUH
3TpaBUpMHA B IIIa3M€, a TaKoKe | STPaBHPMHA W IOBBIIICHHA
IIOBBIIICHUA KOHIIEHTPALMH | KOHIEHTpaiuy pudabyTHHAa H
pudabyrusa u ocoberHo 25-O- | 25-O-peszanetunpudabyTuHa B
nesanetuiapudadyTuHa B IIa3Me. IUIa3Me. Pexomennyercs
be3 coBMecTHOro IpHMEHEHHs C | TIIaTeJbHOE HaOIofeHHE 3a
OyCTUPOBaHHBIM UHTUOUTOPOM | BUPYCOJOTHYECKHM OTBETOM U
mpoteassl  (YTO  HE  ABIAETCH | CBA3aHHBIMH ¢  pHGpabyTHHOM
PEKOMEHIIOBaHHBIM IIOKa3aHMEM K | HEXETAaTeIbHBIMA  PEaKIHAMU.

NPUMEHEHHIO STPaBUPHHA): Cnenyer u3y4uThs MHGOPMALIUIO
Pudabyrun 0 IPUMEHAECMOM OYCTUPOBaHHOM
AUC | 0,83 (0,75-0,94) HHTHOUTOpEe mpOoTeassl, YTOOHI
Chmin | 0,76 (0,66-0,87) | mIpaBWIBHO  CKOPPEKTHPOBATh
Cmax | 0,90 (0,78-1,03) 103y pudadyTHHA.

25-O-pe3anerrapudabyTHH

AUC | 0,83 (0,74-0,92)

Cuin | 0,78 (0,70-0,87)

Cmax | 0,85 (0,72-1,00)

OTpaBUpHH

AUC | 0,63 (0,54-0,74)

| Crin | 0,65 (0,56-0,74)
Cmax | 0,63 (0,53-0,74)

BEH30/IMA3EIIMHBI

Huazenam Bzaumoneticteue He wm3ydanock. | Cremyer paccMOTpeTh
IIpenmonaraercss, 4YTO JTpPaBUPHH | ABTEPHATHUBY JHA3EHaMy.
OyleT IOBBIIIATH KOHIEHTPALUIO
Jina3enaMa B IUTa3Me.

ITTMIOKOKOPTHKOCTEPOHUIBI

Hexcamera3oH B3aumoneicTBMe He  u3ydanock. | JlexcameTa3oH (cucTemHo)
(cucTeMHO) [Ipennonaraercs, 4T0 JAEKCAMETA30H | CIEAYET OPUMEHATE c
Oyler  CHIXaTh  KOHIIEHTPAIUIO | OCTOPOXHOCTBIO 50171
STpaBUpPHHA B IIJIa3Me€. paccMOTpeTh  ANBTEPHATHBHEIE

mpemnaparel, OCOOEHHO — IiA
JUIUTCIIEHOI'O IPUMCHCHHA.

5CTPOTEH-COTEPKAIINE KOHTPAIIEHNTUBHBIE IPEIAPATEI

OTHHAIACTPAANON | DTHHUIICTPAAHOIN KoMOuHanmus KOHTpaLlCIITHBOB
0,035 mr 1 pa3 B | AUC 11,22 (1,13-1,31) Ha OCHOBE OCTPOTE€HOB M/HIH
' Cuin < 1,09 (1,01-1,18) IIpOrecTepoHa M Ipemnapara
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 30.11.2023 N= 25250

(Bxopawmi M3 N=4264236

JlekapcTBeHHble | BamsitHne  Ha  KOHuUeHTpamuM | PekoMeHnaanuu no
npenaparhl npenapaTos COBMECTHOMY NPHMEHEHHIO
CooTHomICHHE CcpeaHux
HauMeHbIINX KBagpaTtoB (90 %
JIM; 1,00 = orcyTcTBHE 3ddekTa)
CYTKH Cumax T 1,33 (1,21-1,46) KJIECUJIPA® MOXET
Hopatunnpon HopatusaapoH IpUMEHATECS 0e3 KOpPEKIHH

1 mr 1 pa3 B cyTku

AUC © 0,95 (0,90-0,99)
Coin | 0,78 (0,68-0,90)
Cunax < 1,05 (0,98-1,12)

J03.

OTpaBUpPHH
AUC & *
Cuin &2
Cmax ©
IIPEITAPATHI IIPSIMOI'O IPOTABOBUPYCHOI'O JEMCTBUSA JJISI JEUYEHUS
I'EIIATHUTA C
PubaBupun BsaumoneiicTeue He u3ydanocs, Ho | KomOunanus npenapara
He  oxumaercs  JsekapcreeHHbIX | KIECUJIPA® u  pubasupuna
B3aMMO/ICHCTBUH, YYHTBIBAsA | MOXET NIPUMEHATHCS 0e3
NIOYEYHBIHA IIyTh BBIBEJICHHS | KOPPEKLIUH J103.
pHOaBHpPHHA.
HaxnatacBup BzaumopeiictBue He n3ydanock. [Ipn | CoBmecTHOE IIPUMEHEHHE
COBMECTHOM IpUMEHEHUHM npenapara | npenapara KJIECUJIPA® u
KJIECUJIPA® wu  jaxiaracBupa | JakiaTacBupa HE
BO3MOJKHO CHIDKCHHE KOHIIEHTpALUH | peKOMEHAYETCS.
JTaKJIaTacBHpa.
Onbaceup/ BzaumonericrBue He uzydanocs. IIpu | CoBmectHOE NIPUMEHCHHE
rpa3onpeBHp COBMECTHOM IIPUMEHEHUH IIpenapaTa | IpOTHBOMIOKAa3aHo. v
KIIECUJIPA® u  koMOMHamuu
3N0aCBUP/TPa30ONPEBUP MOXET
CHMDKAThCS KOHIIGHTpalys 310acBupa
W Tpa3olpeBHpa, [pHBOAL K
CHIDKCHHMIO HX TEpaneBTHYECKOro
st dekra.
PACTHUTEJIbHBIE IPEITAPATBI
IIpenapatsl B3aumoneiicteue He  m3y4anock. | KomOuHarms HE
3Bepobos [Ipennonaraercs, YTO npenaparhl | peKOMEHAYETCS.
(Hypericum 3Bepo0os OoymyT CHIDKaTh
perforatum) KOHIIGHTPallMI0  STpPaBHpPHHAa B
IIa3Me.
HNuarnduropsl I'MI'-KoA-penykrassl
ATopBacTaTHH ATopBacTaTiH Kombunanus npenapara
40 mr 1 pas B cytku | AUC | 0,63 (0,58-0,68) KJIECUJIPA® u aroppacTaTHHa
Cuin H/O MOJXKET NPUMEHATHCS 6e3
Cmax 1T 1,04 (0,84-1,30) KOPpEeKIIMM  J103, HO MOJXKET

2-THAPOKCH-aTOPBACTATHH
AUC 1 1,27 (1,19-1,36)
Cmin H/O

Cmax 1T 1,76 (1,60-1,94)
OTpaBUpHH

AUC & 1,02 (0,97-1,07)

HOT'pCﬁOBaTBC}I H3MCHCHHUC TO3bI
aTopBacTaTiHa B 3aBHCHMOCTH
OT KIIMHHYCCKOI'O OTBETA.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.11.2023 N= 25250
(Bxopawmi M3 N=4264236

JlexapcTBeHHnble | Biausinme Ha KOHIeHTpanuu | PexomeHnnanmuu no
npenaparsl npenapaTos COBMECTHOMY NPpHMEHEHHIO
CooTHOIIEHHE CpeIHHuX

HauMeHbIIMX KBaapatoB (90 %
JAH; 1,00 = orcyrcrBue 3¢ dexra)

Cuin & 1,10 (1,02-1,19)
Crmax < 0,97 (0,93-1,02)

®nyBacraTuH BsaumogeiictBue me m3ydanocs. He | Moxer noTpe6OBaThCA
JloBacTaTHH OXHJAETCs B3aUMOJCHCTBUI MexIy | KOppeKIHUsA  [J03  YKa3aHHBIX
IIpaBacraTtun IIpaBaCTaTHHOM W NpenapaToM | HHTHOUTOPOB I'MTI"-KoA-
PozyBactatun KJIECUJIPA®. peayKTas3bl.

CumBacTaTHH JloBacrartuH, pO3yBacTaTHH %4

CHMBACTaTHH SBIAIOTCA CyOcTpaTaMu
CYP3A4, u 1npu COBMECTHOM
IIPUMEHEHHHI c npenapaToM
KJIECUIPA® KOHLEHTpalMs 3THX
unrunouropos I'MI'-KoA-penykrasst
B IUIa3M€  MOXET  CHHU3HUTHCA.
@dnyBacTaTUH U pO3yBacTaTHH
merabonmuzupyrorcs CYP2C9, u npu
COBMECTHOM IpUMEHEHHI c
3TPaBUPUHOM - KOHIICHTPALHs
yKa3aHHBIX HHrHOUTOpOR I'MI-Ko0A-
pemyKTassl B IUIa3ME  MOXET

HOBBICHTECS.
BJIOKATOPBHI H-I'HCTAMHMWHOBBIX PEIIEIITOPOB
Panutnaun OTpaBUPHH IIpenapar KJIECUJIPA® moxer
150 Mr 2 pasza B | AUC | 0,86 (0,76-0,97) IPUMEHATECA C  OJIoKaTopaMu
CYTKH Cuin HO H>-rucTaMmMHOBBIX  pelEenTOPOB
‘ Cmax | 0,94 (0,75-1,17) 6€3 KOPPEKIHUH J103.
NMMYHOJAEIIPECCAHTHI
Iuxnocnopun BsaumogeiictBue He u3ydanock. | Cuenyer co0Iro1aTh
Cupomimyc [peamonaraercs, YTO 3TPaBHPUH | OCTOPOKHOCTH IPH COBMECTHOM
Taxponumyc OyneT  CHIKaTh  KOHLEHTPALWH | IPUMEHEHHH C CHCTEMHBIMHA
- | QUKJIOCIIOPHMHA,  CUPOJNUMYyCa M | IMMYHOCYNPECCAHTAMH, T.K.
TaKpOJUMyca B IIa3Me. IIPU COBMECTHOM HMPUMEHEHHH C
TIpenapaToM KJIECUJIPA®
BO3MOXKHO HU3MEHEHMe

KOHLUEHTPAaIMH LMKIOCIOPHUHA,
CHpOJIUMYyCa M TaKpoJIUMyca B

IIa3Me.

HAPKOTHYECKHE AHAJIBI'ETHKHA

Meranon B | R(-) meTasion Ilo JaHHBIM  KIMHHYECKOTO
‘uHauBHayansHol | AUC < 1,06 (0,99-1,13) cTaTtyca, BO BpeMs H IIOCIe
o3¢, Cmin < 1,10 (1,02-1,19) : COBMECTHOTO IPHUMEHCHUA C
Bapeupylomeil  OT | Cmax <> 1,02 (0,96-1,09) [penapaToM KJIECUJIPA®
60 mr mo 130 Mr S(+) meragoH H3MEHCHHE N03bI METaJ0Ha HE
1 pa3 B CyTKH. | AUC « 0,89 (0,82-0,96) TpeboBaNoCh.

Cumin <> 0,89 (0,81-0,98)
Cmax <> 0,89 (0,83-0,97)
3TpaBHPHUH
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 30.11.2023 N= 25250

(Bxopawmi M3 N=4264236

HauMeHbIIMX KBagapatoB (90 %
JAH; 1,00 = orcyrerBue 3¢ dexra)

JlexapcTBeHHble | Binsinue Ha KOHIeHTpauuy | PekxoMenaanuu no
Npenaparsl NpenapaTos COBMECTHOMY NPUMEHEHUIO
CooTHolIEHUE CpeaHuX

AUC &2
Cuin e ?
Cmax‘—’a

HNHI'UBUATOPBI ®OCPOJNUICTEPA3LI THIIA 5 (DJ13-5)

Metabomut, uarudupysa CYP2C19 in

vivo. Kiuaudeckag  3HaYMMOCTH
JaHHOTO B3aUMOICHCTBUS HE
IIPOJIEMOHCTPHPOBAHA.

Cungenadun Cunpenadun IIpn COBMECTHOM IPUMEHEHUH
50 Mr OJHOKpaTHO | AUC | 0,43 (0,36-0,51) HHTHOHTOPOB OID-5 "
Tananagpun Coi 1/0 npenapara KJIIECUJPA® mua
min
Bapaenadun Cunx | 0,55 (0,40-0,75) *| moy4eHMs XKEJIAeMOT0
N-IecMeTHICHIIeHAbHT KJII/IHI/IgeCKOI‘O a¢pdexTa MOXKET
AUC | 0,59 (0,52-0,68 1O0Tpe6OBATHCS KOPPEKILHA O3B
C ,CH% 39 ( ) nHruduTopa ®J19-5.
min
Cumax | 0,75 (0,59-0,96)
AHTHAI'PETAHTBHI
Knonuporpen Ilo pmamneIM in vitro, 3TpaBupuH | B Ka4ecTBe MEpBI
parubupyer  CYP2C19.  Taxum | mpesoCTOPOXKHOCTH COBMECTHOE
00paszom, 9TPaBUPHH MOXET | IDUMEHEHHE  OJTpaBHpHHAa H
HUHrHOHpOBATh TpaHC(OPMALMIO | KIONMAOrpena HE
KJIONMJOTpENa B €ro aKTHBHBIH | pEKOMEHIYETCH.

WHI'MBUTOPBI IPOTOHHOM OMIIBI

20 mr 1 pa3 B CyTKH

AUC « 1,03 (0,90-1,18)
Cmin | 0,87 (0,75-1,02)-
Cunax © 1,06 (0,95-1,20)
OTpaBUPUH

AUC « 1,01 (0,93-1,10)
Cnmin < 1,07 (0,98-1,17)
Cmax <> 1,05 (0,96-1,15)

Owmemnpazon OTpaBUPHUH ITpenapar KJIECUJIPA® moxer

40 mr 1 paz Bcytku | AUC 1 1,41 (1,22-1,62) IPUMEHATHCI C HHTUOHTOpaMH
Cmin H/O IPOTOHHOM TIOMITBI oe3
Cmax 17 1,17 (0,96-1,43) KOPPEKLMH J03.

CEJIEKTUBHBIE HMHIUBUTOPBI OBPATHOI'O 3AXBATA CEPOTOHHHA

(CH0O30) - ‘

[TapokceTun ITapokceTus [Ipenapar KJIECUJIPA® moxer

IPUMEHATBCS € TAPOKCETHHOM
0e3 KOPpEKIUH J103.

CpaBHEHHE OCHOBAHO Ha JJaHHBIX UCTOPHUYECKOTO KOHTPOJIA.
CCNENOBaHME NPOBOAMIOCH C MPMMEHEHHEM TeHoGhoBUpa ausonpoxcuna dymapara 300 mr
1 pa3 B CyTKH.

[IpuMevaHHe: B HCCICJOBAHMUAX JICKAPCTBEHHBIX B3aHMOACHCTBHH HCIOIb30BAINCE Pa3IniYHbIe
JEKapCTBEHHBIE (JOPMBI W/MIM 03Bl OTPaBHPHMHA, KOTOPHIE IIPHBOJAMIN K OJHHAKOBOH
KOHIICHTPAI[MH 3TPaBHpHHA B IUIa3M€ H, CJIEJOBATEIBHO, B3aMMOJEHCTBYS, PEIEBAHTHEIC I
OJIHOM JIeKapCTBEHHON (OPMBI, pEIIEBAaHTHEI UL JPYTHX.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

eTH
HccnenoBanys B3auMOAEHCTBUA IPOBOAMIINCE TONBKO Y B3POCIBIX.
Oco0ble ykazaHus
HecMmoTps Ha noiydeHHOe NOATBepxkIeHHE 3$GEKTUBHOrO MOAABIECHUS BHPYCHOH HHGOEKIMH
Tipu npoBezieHUN APT, 4To CyIIECTBEHHO CHIKAET PUCK IepeJadl MHQEKIUK MOJOBEIM IIyTEM,
OCTAaTOYHEI PHCK HE MOXKET OBITH MCKIIOYeH. Bo u3bexaHue mepenavynd WHQEKIHUN HOJIOBEIM
IIyTeM CIeIyeT IPUHATh MEPHI IPEJOCTOPOKHOCTH COTJIACHO HALIMOHANBHEIM PYKOBOJCTBAM.
Ipenapar KJIECHU/IPA® cnemyer ONTHMAIPHO IpPHMEHAT B KOMOMHAMH C OPYTHMH
AHTHUPETPOBHUPYCHBIMY IIperiapaTaMu, 00J1a1al0IUMH aKTUBHOCTHIO B OTHOIIEHMH KOHKPETHOTO
THIA BUpYCa, MMeIomerocs y nauuenta. CHIDKEHHE BHPYCOJIOTHYECKOTO OTBETA HA TEPANHUIO -
STPaBUPHUHOM OTMEYATIOCh Y NaluesToB ¢ BUY-nadeknueii, BRI3BaHHON ITaMMaMH1, HMEIOIIIMH
OHOBpPEMEHHO 3 Mnm Honee MyTanuii u3 Hixenepeyncnennsx: V0L, A98G, L100L, K101E/P,
V1061, V179D/F, Y181C/I/V u G190A/S.
3aKIIFOYCHUE O 3HAYMMOCTH OTHENBHBIX MYTalMH HJIM COUYETAaHHH MyTallUi NOJDKHO HENaThes C
YYETOM JIOMOJHHTEIBHBIX JAaHHBIX: PEKOMEHAYeTcs o0palaThCs K aKTyalbHBIM COBPEMEHHEBIM
cUCcTeMaM HHTEpIpPETAlMH JJIS OLCHKH pe3yIbTaTOB TECTA Ha PE3UCTEHTHOCTS.
IIpu nprMeHEeHHH 3TPaBUPHHA B KOMOHHAIMH C PAITETPaBHPOM HIH MapaBUPOKOM KaKHeE-THO0
JaHHBE, BBIXOJANIME 32 PaMKM HaHHBIX O B3aUMOJCHCTBHSX MEXIY JICKapCTBEHHBIMH
CPEACTBaMH, OTCYTCTBYIOT.

Peakiuu co CTOPOHEL KOXKH TSXKEJIOH CTENEHH U PEaKIMH IHIEPYYBCTBUTEIHLHOCTH

IIpu npHMEHEHHNH STPaBHPHUHA OTMEYAHCEH TsDKENbIe T000UHEIEe 3P (EKTH CO CTOPOHBI KOXKH. B
KIMHAYECKUX HMCCIENOBAHUAX OTMEYINCh PEeIKHe COOOIIEHNs O CIy4asX BOHHKHOBEHHS
cunapoma CruBeHca-/[xoHcoHa M MynsTH(OpMHOH 3putemsl (¢ wactotod < 0,1 %). IIpn
PasBUTHM TSKEIBIX PEAKIMH CO CTOPOHBI KOH Tepanuio npenaparom KIIECUJIPA® crenyer
OTMCHHTb.

KinuHuueckue JaHHBIE OTPaHNYeHbl, HENb3s HCKIII0YaTh YBEIHUEHNE PHCKa Pa3BUTUA PEAKIUH CO
CTOPOHBI KOXKH y TAlIHEHTOB C KOXKHBIMH peakuusMu, cBssanEeiMH ¢ HHHOT, B anamuese.
Crnemyer coONIOAaTh OCTOPOXHOCTH Y INAIMEHTOB C DPEAKNMAMH CO CTOPOHEl KOXH IpPH
npumenennr HHUOT B anaMHe3e, B 0COOEHHOCTH €CIIH 3TH PEAKIHH HOCUIIM TSKEIbIH XapakTep.
IIpy npUMEHEHHH 3TpaBUPHHA OTMEYAINCH CIIy4aH TSOKEINBIX pPeaKlni IMIepyyBCTBUTENBHOCTH,
pomouas DRESS-cumapom  (lekapcTBeHHas CHIIb € 303MHOGMIMEN M CHCTEMHOHR
CHAMIITOMATHKOH) M TOKCHYECKHH SNMAEPManbHBIM HEKPOIH3, B HEKOTOPEIX CIy4asX — CO
cmeprensHeIMH  McxozaMu. DRESS-cHHApPOM — XapakTepH3yeTcs  CBIIBI, JIMXOPAJIKOH,

303HHO(1)I/IJII/ICf;I M CHCTEMHBIMH NIPOSABICHAIMHA (BKJIIO‘IaH, HO HE OrPaHHYMBAACH: TSKECHAA ChIIb,
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60 CHIIb ¢ JIMXOpajKoi, obIIee HeAOMOTraHHE, YTOMIAEMOCTb, 00N B MBIIIIAX W CycTaBax,
OyJule3HBIE IIOPa)KEHHSA, OYard IOPaXKEHHs POTOBOM ITOINOCTH, KOHBIOHKTHBMT, T'€NaTHUT U
so3uHOoGumMs). Kak IpaBmiio, OH pa3BHBaeTCs INpHMEpHO depe3 3-6 Hexenb, a HCXOX B
OOJIBIIMHCTBE CIIYYaeB HOCUT ONIAaroIpUATHBIA XapaKTep IpH YCIOBUH OTMEHEI JICYCHNUS ¥ Havalia
Tepanuu KopTukoctepouaaMu. IlamueHToB ciemyer nponH(l)opanOBaTL 0 HEeoOXOIUMOCTH
oOpalmieHus 3a MEIUIMHCKOH IIOMOHIIBIO B Clydac pasBHUTHUSA TKENIOH CHIIM HIH pEakIui
THIIEpYyBCTBUTENLHOCTH. IIpM JHAarHOCTHKE peaKIUHd TIMIEPYyBCTBUTEIBHOCTH BO BpEMS
tepanuu npenaparoM KJIECUJIPA® Heo6X0qUMO HEMEIEHHO €€ OTMEHHT.
3anepxka B ormene npenapara KJIECUIPA® nocie BEISBIEHHUS CHIIN TKEIOH CTENEHU MOXET
BBI3BATE PEaKILUIO, YTPOXKAIOLIYIO XKU3HH MallueHTa.
[lanpeHTaM, TPEKPATHBIUMM TEPANHIO IPEHapaToM KJIECU/IPA® B CBA3M C peaKUUAMA
THIIEPYYBCTBUTENHHOCTH, BO3OOHOBILATD €€ HE CIEAYeT.
Come
ITpn npyuMeHeHNN 3TpaBUpHHA ONMCaHBI CTy4al BOSHUKHOBEHHUS CHIIH. Hallle BCEro KOXHasl Chlllb
ObIBaeT JIETKOM MM YMEPEHHO BBIPaXKEHHOH, BO3HHKAET Ha BTOPOH HEAENE TEpalMU U PEIKo
HabmosiaeTcs nocne 4-i Hezeny. B GOBIMHCTBE ciyyaeB Takasi ChIllb He TPeOyeT CIenHalbHOro
nedeHus ¥ OOBIMHO McyesaeT uepe3 1-2 Hemenu Ha (oHe mpojomkaromerocs JedeHus. [Ipm
HaszHaueHnu npenapara KJIIECUJIPA® sxeHIMHAM CI€LyeT IOMHUTE O Goliee BEICOKOM 9acToTe
Pa3sBUTHS CHIIH Y )KEHIIUH.

eTu
Jia nereit, KOTOpble HE MOTYT IPOIVIOTHTh TAaOJNETKH LENHKOM, TaOJIeTKH MOTrYyT OBITh
PACTBOPEHEI B XHUAKOCTH. TaKyr0 BOSMOXKHOCTH CIEAYET PaCCMATPUBATh TOJIBKO B TOM CIIy4ac,
ec pe0EHOK CKOpEee BCEro CMOXKET IPUHSATH IIONHYIO JI03y TabNEeTOK, PacTBOPEHHBIX B
XUJKOCTH. BaXXHOCTH IpHEeMa HOJTHOW J103bI IOJDKHA OBITh 0003HaUYeHa Kak Ui pebeHkKa, Tak |
JUIS JIMIIA, OCYIIECTRIISIIONIErO 3a HAM YXOJ, YTOOBI M306eXaTh CIHIIKOM HHU3KOH SKCHO3HLIHU H
CHI>KEHHS BUPYCOIOIHYECKOTO OTBETA. B Cllydae COMHEHHS B TOM, UTO PEOEHOK IIPHMET HOJIHYO
J03y TablleTOK, pPACTBOPEHHBIX B JXHMJKOCTH, CIEAyeT PpacCMOTPETh TEPANUI0 APYTHM
AHTHPETPOBHPYCHBIM IIPENApaTOM.

TToxmisle DalMEHTRI

ONBIT IpUMEHEHHs STPaBUPHUHA Y NOXWIBIX NalueHToB orpanuyeH: B III dase ximBMYecknx
HCCIIEJOBAHMI 6 IAIMEHTOR B BO3pacTe 65 neT Wi cTapie u 53 nanuenTa B Bo3pacTe 56-64 ner
THOJIYYAIH TEPAIUIO STPABUPHHOM. THII U 9acTOTa TOOOUHEBIX 3(PEKTOB y INAlMEHTOB CTapiie 55

JIET OBLIIH CXOXH C TEMH, UTO HaOJIIOJAINCH y 0oJiee MOJIOABIX ITAITHEHTOB.
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bepemeHHOCTD

VyuThBas IOBBILIEHME 93KCIO3WIMHA BO BpeMs OepeMEeHHOCTH, CIeAyeT coOIIoaaTh
OCTOPOXXHOCTE IPH Ha3HaYEHMH Ipernapara OepeMeHHBIM, KOTOPEIM TpeOyeTcs: CONYTCTBYIOIIAs
JIeKapCTBEHHAs Tepanus, JM00 WMEIOLIUM COIyTCTBYIONIHE 3a6oneBaHn;i, B CBSI3H C KOTOPBIMH
MOXET HabJI0JaThCs JOIOJHUTEIBHOE MOBHIIIICHHE SKCIIO3HIIIN 3TPaBUpPHHA.

ITarmenTH ¢ CONYTCTBYIONTUMU 3a00JI€BaHUIMH

Hapywenue gynxyuu nevenu

OTpaBUPHH B OCHOBHOM MeTabONIHU3UPYyETCA M BHIBOJUTCS NEUEHBIO, a TAKXKE 001aaeT BEICOKOH
CTEIICHBI0 CBS3BEIBAHHA C OenkaMy IUIasMbl KpoBU. Bo3MOxHBI 3(@QeKkTsl B OTHOHIEHUH
HKCIIO3ULIMH HECBI3AHHOIO IIperapara (YTo He U3y4eHO) U, TAKUM 00pa3oM, clIeayeT cOOIoaaTh
OCTOPOXKHOCTh Yy TIAIIMEHTOB C YMEPEHHBIM HapylleHHeM (YHKIHM NEYCHM CPETHEH CTENeHH
Tsoxectd. [IpuMeHeHHe STpaBUpHHA HE M3y4alioCh y NALMEHTOB C TSDKENIBIM HAapyLICHHEM
¢bysknun nedenu (kmacc C mo mkane Yaitna-IIeko), B CBA3M ¢ 4eM HaszHa4yeHHe IpenapaTa
HalpeHTaM C TSDKeNMBIM HapymieHueM ¢yHkunuu mnedeHH (kracc C mo mxane Yaitna-IIsio)
IPOTHBOMOKa3aHo (cM. paszaen «IIpoTHBOIOKa3aHUD»).

Hayuenmot, 00Ho6pemenHo un@uyuposantsle supycom zenamuma B unu eupycom zenamuma C
Crneayer cobmoaTh 0OCTOPOKHOCTS IIpH IpuMeHeHnH npenapara KIIECUIPA® y manueHTos,
OAHOBPEMEHHO HH(UUMPOBaHHBIX BUpycoM renarura B umm Bupycom rematuta C B CBS3H C
OrpaHMYCHHBIMHU JAHHBIMH IT0 IPHMEHEHHIO STPAaBUPUHA Y TaHHOH rpymims! nmaruenToB. Hemp3s
HCKJIIOYHTH IOTCHIMAIBHYIO BO3MOXKHOCTD YBEIMYECHHUS PUCKA MTOBBIIICHUS YPOBHS I€YEHOUHBIX
(hepMEeHTOB.

Macca Tena ¥ METab0NMYECKHE TOKA3ATENH

ITpu npoBeieHNH AaHTUPETPOBUPYCHON TEPAUU MOXKET HabI01aThCsl YBEJIHUYEHHE MacCH Tela U
KOHIIEHTpAIIH nnﬁnnos J TUIOKO3HI B ILIA3Me KpoBH. J[aHHEIE H3MEHEHHS MOTYT OBITh OTYaCTH
CBSI3aHBI C KOHTpPOJIEM 3200JICBaHUSA U 00pa3oM >XKH3HH. B HEKOTOPHIX ciydyasx ObLIO IOTy4eHO
TIOATBEPKACHUE BIMSHIS TEPalliH Ha KOHIEHTPAIMIO THIHAOB, B TO BpEMs Kak J0Ka3aTelbCTBa
CBSI3M MEXY IPUMCHEHHEM KaKOT0-TH00 OIpe/IeNICHHOTo IIpelapaTa U yBEIMYEeHUEM MacChl Tea
OTCYTCTBYIOT. JIJI1 MOHHUTOpHHTa KOHIEHTpalMil JIMOMIOB H IJIIOKO3Bl B IUIa3MeE Kden
PEKOMEH/IYEeTCsl HMCIIONb30BaTh YTBEPXKJCHHBIC PyKoBOAcTBa mo Tepanuun BHY. Hapymenma
JIMIIHAHOrO 0OMEHa CIIEAYET JIEUYNTh KIHHHYECKH HOAXOASIAM CIIOCOO0M.

CI/IHI[DOM BOCCTAHOBJICHHSI HMMVHHTETA

V BUY-uHQUIMPOBAHHBIX MNAl[EHTOB C TSOKENBIM HMMYyHOJAChHIMTOM BO BpEMsA Havala
KOMOMHHPOBaHHOH aHTHPETPOBUPYCHOH Tepaluy MOXKET BOSHUKHYTb BOCIANMTE/IbHAS PEAKIMsA

Ha OecCUMNOTOMHEIE WM JIATEHTHBIE ONIIOPTYHUCTHUCCKUE I/IHQ)CKI.IHI/I, KOTOpass MOXCET
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TIPOSIBIIATHCS YXY/AMIEHHEM KIMHUYECKOTO COCTOSHHA M YCHJIEHMEM HMEIOLIMXCA CHMIITOMOB.
OOBIYHO TakMe peaknuh HaOJIOMAIOTCS B IEPBHIE HENENM MIM MECANBl IIOCIE Hayania
KOMOMHHUpPOBaHHOH aHmpeTpOBprCI;oﬁ Tepamud. B KayecTBe IPHMEPOB MOXHO IPHBECTH
IUTOMETAJIOBMPYCHbIHA PETHHAT, TEHEPATW30BaHHBIE H/HIHM OYaroBHIE MHKo6aKTepnanLHme
HUHQEKINH ¥ THEBMOHHIO, BEI3BaHHYIO Preumocystis jirovecii. IlosBnenne MO0BIX CHMITOMOB
BOCIaTeHus TpeOyeT HeMeIEHHOro 00CIeIoBaHu U, IPH HEOOX0ANMOCTH, JedeHns. FIMerorcs
cooOLIEHNA O BO3HMKHOBEHHM ayTOMMMYHHEBIX 3aboyieBanuii (Taxux kak OomesHs I'peiica m
ayTOMMMYHHBII renaTiT) Ha (hoHEe BOCCTAHOBICHH HMMYHHTETa. CpOK BOSHHKHOBEHMA J2HHBIX
3a00IeBaHUH IIHPOKO BapbUpyeTcs; 3a00JI€BaHNs MOTYT HAYaThCs Y€PE3 MHOIO MECALEB II0CIE
Havaja Je4YeHusl.

OcTteoHekpo3

XOTs 3THOJIOTHs OCTEOHEKPO3a SBIAETCS MHOrO(GAKTOPHOH (IOSABIEHHE OCTEOHEKPO3a MOXKET
OBITH BEI3BAHO B TOM YHCJIE IPUMEHEHNEM INIIOKOKOPTHKOCTEPOUAOB, YIIOTPEOICHUEM alKOT 014,
CHJIbHOM MIMMYHOCYTIPECCHEH, BHICOKHM HHAEKCOM MacChl Tella), IMEIOTCS COOOIIEHHS O CITydasx
OCTEOHEKPO32, 0COOCHHO Y MAIIUEHTOR C POABUHYTO#H cTaaueit BUY-un(ekiun u/uiy 60IbHbIX,
HaXO/AINUXCS Ha JUIMTEIbHOH KOMOMHHpPOBaHHOH aHTHPETPOBHpYCHOH Tepanuu. IlarueHTam
CIEIyeT PEKOMEHI0BaTh OOpPAaTHUTHCS K Bpauy, €CIM OHHM HCIBITBIBAIOT OONMH B CycTaBaX HIIH
OoJyieBOe OTpaHUYCHUE B JBHKECHUAX.

BzaumoeiicTBUS ¢ APYTHMH JIEKAPCTBEHHBIMM CPEACTBAMHU

OHOBpEMEHHBIH IPHEM STPaBHPHUHA ¥ KOMOHHAIMH THIIPaHABUD/PUTOHABHP HE PEKOMEHIYETCS
H3-32 3HAYUTENHHOTO (hapMaKOKHHETHYECKOTO B3auMoaercTBus (76 % CHIpKEHHUe IUIOMAAM 10
KpHUBOH «I(OHLIeHTpaI_IPI}I-BpeMH»‘ (AUC) »sTpaBHpHHA), YTO MOXET CYIUECTBEHHO M3MEHHTH
BHPYCOJIOTHYECKUH OTBET Ha TEPAamMI0 ATpaBUpHHOM. OJHOBPEMEHHBIH NpPUEM 3TPaBHpMHA C
CHUMENIPEBMPOM,  JIAKJIIATACBMPOM,  aTa3aHaBHPOM/KOOMIMCTATOM  WIM  JapyHaBHPOM/
KOOHIUCTaTOM HE PEKOMEHIYETCH. '

Bansinue Ha ciocO0HOCTH YNPABJIATH TPAHCHOPTHLIMH CpeCTBAMHU, MEXaHU3MaMH
DTpaBHpHH OKa3bIBAET MHHMMAJIBHOE BIMAHHE Ha CIOCOGHOCTH YHPABIATH TPAHCIOPTHHIMH
cpencTBamMu ¥ paboTaTh ¢ MexaHH3MaMu. MccienoBaHnil BIMSIHUA 3TPaBUPHHA Ha CIIOCOOHOCTH
YIpaBIaTh TPAHCHOPTHEIMA CPEACTBAMH M paboTaTh ¢ MEXaHW3MaMH He IIPOBOMIIOCH.
HexenaTenbHble PEAKIIMH, TAKAE KaK COHTHBOCTE U TOJIOBOKPYKEHHE, O KOTOPHIX COOOLIANOCH Y
TIAalICHTOB, IIPUMEHABIIHX JTPABHPHH, AOJDKHBL OLITE NOPUHATEI BO BHHMAaHHE IIpH OICHKC
CIIOCOOHOCTH IAIMEHTA YIIPABIATH TPRHCIIOPTHBIMH CPEJCTBAMH U paboTaTh C MEXaHH3MaMH.
PopMma BbINYCKa -

Tabnerxu, 100 mr, 200 mr.
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ITo 10 Tabnerox B KOHTYpHYIO AueiikoByI0 ynmakoBKy u3 IueHKH OITA/AJI/TIBX wmu 1muieHKd
IIBX/TIBAX/TIBX u ¢oneru allOMHHHAEBOH 11€9aTHOM JTaKUPOBaHHOM.

ITo 10, 20, 60, 120 TaGnerox B 0aHKY W3 MONU3TUIECHA BBICOKOH IUIOTHOCTH, YKYIOPEHHYIO
KPBILIKOH HaBMHYMBAEMOH M3 IOJIUNPOIHMIIEHA ¢ KOHTPOJIEM IIEPBOTO BCKPBITHS CO BCTABKOU H3
CHJIMKarelsd WIM B OaHKY HONMMEpHYIO W3 IIOJUA3THIEHA HHU3KOTO JaBICHUS, YKYIOPEHHYIO
KPBIIKOH HABUHYMBAEMOM M3 MOJMATHICHA HHU3KOIO JABJIECHHS ¢ MEMOpaHOH, Wi B GaHKY C
OapbepHON TOPJIOBHHOM M3 IONMATHICHA HHU3KOIO MaBIEHHA, YKYNOPEHHYIO KpBIIIKOH
HATATHBAEMOM M3 IOJMITHIICHA HU3KOTO JaBIECHUS W/WIH IOJIMITUIEHA BHICOKOIO IABIECHUA C
KOHTpOJIEM IIEPBOTO BCKPBITHSL.

Jlonyckaercst BKIaBIBaTh B OAHKY MAaKeT-OCYIIUTENb (CUNMKArenb) HW/HIN BaTy MEIUIMHCKYIO
THTPOCKOIINYECKYIO. ‘

Onny 6asky mmm 2, 3, 6, 9, 12 KOHTYPHBIX SYEHKOBBIX YIAaKOBOK BMECTE ¢ MHCTPYKIMEH MO
MEAMITMHCKOMY IPUMEHEHHIO IOMEILAIOT B Ta4yKy M3 KapTOHA.

Cpoxk rogHocTH

2 roga.

He npuMeHATh 110 HCT€YEHHH CPOKa TOJHOCTH.

Yci0BHA XpaHEeHHA

Ipu Temnepatype He Boime 25 °C B OpUTHHAIBHOH YIIaKOBKE (IIayKe).

XpaHUTh B HEAIOCTYTIHOM J1S JIeTel MecCTe.

YcaoBus oTnycka

OTIrycKaroT 1o penenty.
‘JlepxaTesib perHCTPAHOHHOIO YAOCTOBEPEHMSA

000 «(ITPOMOME/]] PYC», Poccus

129090, r. Mocksa, nnpocrext Mupa, 1om 13, ctpoenue 1, odpuc 13

IIpon3BoauTe/b

AO «buoxumuky», Poccus

IOpumnuecknii anpec: 430030, Pecny6nuxa Moppous, r. Capasck, yi. Bacenko, a. 15A

Anpec mecta npousBoactsa: 430030, Pecnnybiuka Mopaosus, r. Capanck, yi1. Bacenko, 1. 15A

Tenedon: +7 (8342) 38-03-68

OnexrponHas mourta: biohimic@biohimic.ru,

www.biohimik.ru

Opranusanus, IPUHUMAIONIAA NpPeTeH3HH NoTpeduTeel
000 (ITPOMOME]] PYC», Poccust
129090, r. Mockga, npocuekT Mupa, nom 13, crpoenue 1, oduc 13
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Tenegon: +7 (495) 640-25-28

OnexTpoHHas moyTa: reception@promo-med.ru

Kpyrimocyrounsrii TenedoH ropsdeil mueun papmakoHaazopa:
8-800-777-86-04 (GeciuiaTHo)

['maBHBIA ClIEIHAINCT IO pETUCTpalii M.B. Kyuepenko

JIEKapCTBEHHBIX IPENapaToB

000 «(IIPOMOME/] PYC»
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