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MUHUCTEPCTBO 3/IPABOOXPAHEHMS POCCI/II?'ICKOVI ®EJIEPAIIUU

MHCTPYKIMSI
10 MEJJMIITMHCKOMY TTPUMEHEHUAIO JIEKAPCTBEHHOI'O ITPEITAPATA
Nurenenc®

Peructpaumnonnsiit Homep — JII1-002399

Toprosoe HaumeHoBanue — Uurenenc”

MeskayHapoaHOe HeMaTeHTOBAHHOe HAUMEHOBAaHUe — STPAaBUPUH
JlekapcTBeHHasi popma — TabeTKH

CocrtaB

AKTUBHOE BEIECTBO: Kaxas TadbneTka copepkut 200 Mr oTpaBupHHa.
BcnomorarenbHble BelecTBa: runpomeruiosa — 600 Mr, KpeMHUS AMOKCH KOJUTOUTHBIN
— 2,8 mr, kpockapmeiioza Harpuss — 70 Mr, MarHums creapar — 7 Mr, IeJUII0J03a
MHKpOKpHCTaInYecKasi KpeMHueBas — 450,2 mr, 11eJU110j103a MUKPOKPUCTAIINYECcKast —
70 mr.

Onucanue
Benble wim noytu Gelible MPO0JrOBaThie JBOSIKOBBITYKIIbIE TA0JIETKH C IPaBUPOBKOM
"T200" ¢ 0AHOM CTOPOHBI.

®dapmakoTepaneBTHYeCKas rpynmna — npotusosupycnoe (BUY) cpenctso
Koa ATX — JOSAG04

dapmakoJioruyecKkue CBOHCTBA

DapmakoouHamuka

MexanusM AeicTBUs

DTpaBUPUH SBISIETCS HEHYKICO3UIHBIM WMHTHOMTOPOM OOpaTHOM TpaHCKPUITA3bI
(HHUOT) Bupyca ummyHoaeduimra yenoseka — BUY-1. DrpaBuprH HENMOCPEICTBEHHO
CBSI3bIBAaeTCA ¢ oOparHoM TpaHckpunrasoi u Onokupyer PHK-3aBucumyro u JIHK-
3aBucuMyro aktuBHOCTh JIHK-monmmepassl, BbI3bIBas paspylIeHHE KaTalUTUYECKUX
Y4YacTKOB 3TOr0 (pepmMeHTa.

[IpoTBOBUpYCHAS aKTUBHOCTE in Vitro

DTpaBUpHH MPOSBIILET aKTHBHOCTH B oTHOmeHnH BUY-1 nuxoro tuna B T-Ki1eTOYHBIX
JMHMSX U TEPBUYHON KyJIbType KJIETOK C MeIMaHOi 3HaueHuil cpeauel sQHekTuBHOM
xounentpauu (ECso) ot 0,9 no 5,5 HMone. DTpaBupuMH 00J1aae€T aKTHBHOCTBIO B
OTHOIIEHUH IIHMPOKOro Kpyra Bo3oyaureneit BUY-1 rpynnst M (moxrunst A, B, C, D, E,
F, G) u nepsuunbix u3onstoB BUU-1 rpynmst O, i KoTopbix 3Ha4eHus ECso BApbHPYIOT
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or 0,3 1o 1,7 amonb u ot 11,5 mo 21,7 HMOIb, COOTBETCTBEHHO. XOTsl 3TPaBUPUH
JIEMOHCTPHPYET aKTHBHOCTb in Vitro B OTHOmeHuHW aukoro tuna BHUY-2 ¢ menumanoii
snayenuit ECso ot 5,7 no 7,2 mxmonb, neuenne uHpexuun BUY-2 stpaBupuHOoM He
PEKOMEH/IyeTCsl B CBSI3M C OTCYTCTBHEM KIMHMUYECKUX JAHHBIX. DTPABUPHUH COXpaHSET
aKTUBHOCTH MPOTUB mTaMMOB BHUY-1, pe3ucTeHTHBIX K HYKJICO3UIHBIM MHIHOUTOpaM
obparnoit Tpanckpuntassl (HUOT) u/unu unrudéuropam nporeasst (UII). B nrononnenue,
STPaBUPUH JIeMOHCTpUpyeT KparHoe u3MeHeHue ECsy < 3. mporuB 60% wus 6171
KJIMHAYECKUX M30JTOB, pe3ucteHTHbIX K HHUOT.

Pe3ucreHTHOCTD

D heKTHBHOCTH ATpaBUpPHHA B OTHOIIeHUH pe3ucTteHTHOCTH K ApyrumM HHUOT B nauane
Tepanuy B OCHOBHOM OblIa MpOAaHAIU3UPOBAHA C ITPABUPUHOM, IIPHUMEHSBUIMMCS B
KoMOuHauMu ¢ JgapyHaBupom/putoHaBupom (uccinenoBanuss DUET-1 u DUET-2).
VYcuseHHble UHTHOUTOPBI TPOTEas3bl, TaKue KakK JapyHaBUP/PUTOHABHP, IMOKA3bIBAOT
Oosee BBICOKMI Oapbep PpE3UCTEHTHOCTH II0 CPaBHEHHUIO C JPYIMMH KJIacCaMH
AHTHPETPOBUPYCHBIX MpernaparoB. [lorpannvHoe 3HauUeHHe CHUKEHHOH 3(h(HeKTUBHOCTH
STpaBHpHUHA (>2 MyTalMid, CBSI3aHHBIX C 3TPABUPUHOM, B Ha4YaJle TEPANH ) IPUMEHSAETCS,
KOTJia 3TPaBUPHH HCMONb3yeTcs B KomMOuMHauuu ¢ ycuneHHsiM UIL. Dto norpanuynoe
3HAQUEHWE MOXKeT ObITh HW)XKE TMpU TNPUMEHEHUHM CXEeMbl KOMOMHMPOBAHHOM
AHTUPETPOBUPYCHOM Teparuu, KoTopas He coaepkuT ycuieHHslid U1

B uccnenoBanusx ¢azel [II DUET-1 u DUET-2 myTtauusMu, KoTopble HanOoiee 4acTo
pa3BUBAIKMCH Yy MAIMEHTOB C BUPYCOJOTMYECKOW HeyJayei, NMPUHUMABIIUX CXEMBbI
Tepanuu, cojepxkamue 3tpaBupud, Obun V1081, V179F, V1791, Y181C u Y181l u
OOBIYHO BO3HUKAIM Ha (oHEe MHOXKECTBA JpPYrMX MyTaluid, CBA3aHHBIX C
pesuctentHocThio k. HHUMOT. Bo Bcex apyrux uccieloBaHUAX, IMPOBEAECHHBIX C
sTpaBupuHOoM y BUY-1 uHOUIMPOBAHHBIX MALMEHTOB, HauboJee 4YacTO BO3HUKAIM
cnenytomue mytanuu: L1001, E138G, V179F, V1791, Y181C u H221Y.

[lepekpecTHasi pe3UCTEHTHOCTh
He pexomMeH 1yeTcsi IPOBOAUTH JieueHue 3(haBUPEH30M U/UIIM HEBUPAITMHOM Y NallMEHTOB
OCJIe BUPYCOJIOTUYECKOM Hey1auu IPU MPUMEHEHHH YTPABUPUH -COIEPIKALLUX CXEM.

DapmakoKuHemuka

XapakTepucTuk (apMaKOKUHETUKU 3TPaBUPUHA U3YyYaINCh Y B3POCIBIX
3JI0POBBIX JOOPOBOJIBIEB U Y B3pOCIbIX U AeTell ¢ unpekuueir BUY-1, panee
nosiy4yaBmux jedenue. KoHIeHTpanus 3TpaBUprHa B I1a3Me Oblla HEMHOIO
Huke (35-50%) y manuenToB ¢ undexkuuneir BUY-1 no cpaBHEeHHIO CO 310pOBBIMHU
100POBOJIbIIAMH.

Pacuémnoie napamempor nonyisiyuonnou ¢papmaxokunemuxu smpasupura 200 me
2 paza 6 cymku y 83pocavix ¢ unpexyuei BUY-1 (0b6vedunénnvie oanHvle
uccneoosanuil ¢asel Il na nedene 48)*
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ITapameTrpnbl OtpaBupun 200 Mr 2 pa3a B CyTKH
N =575

IMMnaowans Nox KPHBOil «KKOHUEHTPALHS-BPEMS»
(AUC124.) (Hr*4/mu)

[‘eomerpuueckass  cpeaHss £  craHaaptHoe|4522 + 4710
OTKJIOHEHHUE

Menuana (quanasoH) 4380 (458 — 59084)

HavanbHasi KOHHEHTPaUHs NpenapaTa B KPOBH
(Cov.) (ar/ma)

['eomeTpuueckas  cpeaHsis =+  craHaaprtHoe|297 + 391
OTKJIOHEHHUE

Menuana (quanasoH) 208 (2 —4852)

* Bece mauuneHTsl ¢ HH(pekuuneit BUU-1, BkatouéHHble B KIMHMYecKUe uccaenoBanus ¢assl 111,
nosy4danu komOuHauuto gapyHasup/putonaBup 600/100 mr 2 paza B CyTKH B Ka4ecTBe
6a3oBoii Tepanuu. TakuM oOpa3oM, pacuéTHbie napameTpbl papMaKOKHHETHKH, YKa3aHHbIE B
Tabnule, YYUTHIBAIOT CHUXKEHHE MapaMeTpoB papMaKOKUHETUKHU dTpaBUPUHA NPU
OJIHOBPEMEHHOM MPUMEHEHHH 3TpPaBUPHHA U KOMOMHALMU JapyHaBUP/PUTOHABUP.
[IpumedaHue: cpeHss CKOPpEeKTHpPOBaHHas Mo cBiA3bIBaHUIO ¢ Oenkamu ECso ans kieTok
MT4, unpuuunposanusix BUYU-1/I1IB in vitro, cocraBnsiet 4 Hr/mi.

AOcopbuus
BuyTpuBeHHas ¢opma BBeIeHHS O3TpaBUPUHA HEJOCTYIHA, I[MOATOMY aOCOJIOTHAS

OMOAOCTYIIHOCTh JTpaBUpUHA HeusBecTHa. [locne mnpuema BHYTpb C mHILEH
MakKCHMallbHas KOHIIEHTPALMs STPaBUPUHA B IJ1a3Me JOCTUTaeTcs B TeUueHue 4 4.

VY 310poBBIX JOOPOBOJIBLIEB HA BCACBIBAHUE STPABUPUHA HE BIHSIIO IPUMEHEHUE BHYTPb
paHUTUIMHA UK OMENpa30Ja, JeKapCTBEHHBIX CPeCTB, noBelatomux pH xeryaka.
Bhusanue nuwu na ecacviéanue

Cucremnas sxcriosunusi (AUC) stpaBupuna cHuXkanach npudiusurensHo Ha 50% mpu
IpUeMe HATOIIAK 10 CPABHEHHIO ¢ IIPUMEHEHHUEM IToclie preMa muiy. Takum o0pasom,
npenapar Unrenenc® ciiexyer NpUHUMATE [OCTIE PUEMA THIIIH.

Pacrnipesnenenue

In vitro okxono 99,9% oSTpaBupuHa CBs3bIBaeTCs OeIKaMHM  IUIa3Mbl  KPOBH,
MPEUMYIIEeCTBEHHO ¢ albOyMUHOM (99,6%) M ¢ 0-KUCIABIM IJIMKONpoTenHoM (97,66 -
99,02%). Pacnpenenenue 3TpaBUpHHA B JAPYIMX OKUAKOCTSAX  (Hampumep,
CITMHHOMO3TOBYIO JKH/IKOCTb, CEKPETHI MOJOBBIX OPraHOB), y YeJIOBEKa HE U3y4alloCh.
buotpanchopmarus

DKCIEPUMEHTSHI i1 Vitro ¢ MUKPOCOMaMHU I€YEHH YeJIOBEKA IOKa3aJld, YTO ITPABUPUH B
OCHOBHOM I10/IBEPraeTcss OKUCIUTEILHOMY METab0Iu3My IO/ JEHCTBUEM IEUYEHOUHBIX
uzopepmentoB cemeiictea CYP450 (CYP3A) u, B MeHbIlIeH CTelneHHu, ceMmeicTBa
CYP2C, ¢ nocnenyrolei rItOKypoOHU3aLUei.

DIMMUHAIUS

ITocne npueMa BHYTpb 10361 MedeHoro “C-srpasupuna 93,7% u 1,2% NpUHATO# 10361
oOHapyKUBAIUCH B KaJie 1 MOUYe, COOTBETCTBEHHO. Ha 10J110 HeM3MEHEHHOr 0 ATpaBUpHUHA
B KaJie mpuxoauiock 81,2 - 86,4% npunaTOM 10361. B MOUYe 3TpaBUpUH B HEU3MEHEHHOM
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BUjie He OOHapyxeH. KoHeuHBI SMMMUHAIMOHHBIN NEpUOJ TPaBUPHHA COCTaBJISET
0k0110 30 - 40 y.

Oco0ble rpymnibl NaxeHToB

Iemu u noopocmxu (om 1 0o 18 nem)

dapMakOKHHETHKA dTpaBuprHa Oblia u3ydyeHa y 122 nauuentoB ¢ BUY-1 nndekuueii B
Bo3pacte oT 1 j0 18 seT, paHee MOJydYaBIIMX AHTHPETPOBUPYCHYIO Tepanuio. beiio
MI0Ka3aHO, YTO CHCTEMHAs SKCIO3MIIUSI STPAaBUPUHA CPAaBHMMa C TaKOBOH Y B3POCIBIX,
nosydapmux npenapar Uurenenc® B 1o3e 200 mr 2 pasa B J€Hb.

[Tapametpbl papmakokuneTikn 3tpaBupuna (AUC, 4 1 Co ) IpeacTaBieHbl B Ta0mMIe
HIDKE.

Ilapamempul (hapmarokunemuku smpasupuna y oemeit om 1 0o 18 nem ¢ ungexyue

BHY-1, panee nonyuasuiux neverue (ananuz oanHeix Heoenu 48 uccneoosanuit TMC125-
C234/IMPAACT P1090 u PIANO)

/luanazon Bo3pactap> 1 roaa a0 > 2 jert 10 < 6 et 6 et 10 < 18 ser
(roami) <2 jert (Koropra I)
(Koropra II)
IlapameTp JTpaBHPHH JTpaBUpHH JTpaBHPHH
N=6 N =15 N =101

AUC 5, (Hr*4/mu)
I"eomerpuyeckas 3328 £+3 138 3 824 +3613 3 729 + 4 305
cpeansis £ CtangapT
0€ OTKJIOHEHHE

Meuana (/Inanazon) 3 390 (1 148 —93 709 (1 221 —12999) H 560 (62 —28 865)
989)

Con (Hr/M111)
['eomeTpuyeckas 193 £ 186 203 + 280 205 + 342
cpenusisi £ CTanaapTH
0€ OTKJIOHEHHE
Menuana (/luanazon) 147 (0% - 503) 180 (54 - 908) 287 (2-2276)

® 'V oxmHoro cyOowbekra B koropte Il HavanbHble KOHLEHTpALMU 3TPaBHPMHA ObLIM HHXKE Mpejena
06Hapy>1<eﬂml BO BpEMs BHU3HUTA OLIEHKHU WHTEHCUBHOM (bapMaKOKHHCTPIKH.

Tlooicunvie nayuenmol

CornacHo pe3yjbTaTaM aHalu3a MOMYJISIUOHHON (ApMAKOKMHETHKH Yy ITAMEHTOB C
BUY-undekuueit, dapMakOKMHETUKA STPAaBUPUHA 3HAYMTEIBHO HE pas3indyanach B
M3y4EeHHOM BO3pacTHOM juaraszone (ot 18 mo 77 ner), npu 3ToM 6 CyOBEKTOB ObLIM B
BO3pacte 65 JeT wiu crapuie.

Brusanue nona

He nabmoganocs 3HaYMTEILHON pa3HUIlbl (PapMaKOKMHETUUECKHUX MapaMeTpOB MEXIy
My>XYMHAMH ¥ JKeHIIMHAMU. B uccrnenoBaHust ObLIO BKIIKOYEHO OIPAHUYEHHOE YHCIIO
JKEHILUH.

Brusanue pacwr

CormacHo pe3yjbTaTaM aHalu3a MOIMYJISIHOHHOH (apMaKOKMHETHKH STPaBHpHHA Y
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nanmeHToB ¢ BUY-undexuueit, paca He okasplBalla BIMSIHHMA Ha CHCTEMHYIO
KOHIIEHTpAIIMIO 3TPaBUpPHHA B IJIa3Me y IPEJCTABUTENICH €BPOIICOUTHON U HETPOUIHOM
pac, a TaKxke JaTuHoaMmepHuKaHieB. PapmMakOKMHETHKa Yy JpyrMX pac H3y4YeHa
HEI0CTaTOYHO.

Hapywenus ¢pynkyuu neveru

DTpaBUpUH MeTabONU3UPYyeTCsl W BBIBOAUTCS B IEPBYIO oOyepeab IeueHbro. B
MCCIIeZIOBAHUH, TJie MPOBOJUIOCH CPaBHEHHE 8§ MAlMeHTOB ¢ HapylIeHHeM (yHKIHU
NEYeHH JIETKOM crernmeHM Tsbkectd (kimacc A mno mkaie Yaina-Ilero) ¢ 8
COOTBETCTBYIOLUIMMH KOHTPOJIbHBIMM Y4YaCTHHUKaMUd M 8 MalMEeHTOB ¢ HapyLIEHHEM
GYHKIMU TIeueHW cpejaHeil creneHu TspkecTd (kiaacc B mo mkane Yaiina-Ilsto) ¢ 8
COOTBETCTBYIOIIMMHU KOHTPOJIBHBIMH yUYaCTHUKAMU, (papMaKOKMHETHYECKHE [T0KA3aTEIH
NpU MCIOJIb30BAaHUM PA3IMUYHBIX 103 ATPAaBUPUHA HE OTIMYAIUCH Yy MALUEHTOB C
HapylleHueM (QYHKUMU TeYeHH JIeTKOW W cpeaHel cremneHu TspkecTH. OHAKo,
KOHLIEHTpAIIHs HECBSA3aHHOTO STPaBUPUHA He U3Mepsiack. MOKHO 0)KM/1aTh TOBBILIEHUE
KOHLIEHTpAIlUM HECBS3aHHOrO ATpaBupuHa. Koppekuus 1031 Yy MAUEHTOB C
HapylieHrneM (YHKIUH TeYeHU JIerKOM W cpeHeil creneHu He TpeOyercs, OAHAKO,
cleyetT coOMoaaTh OCTOPOXKHOCTh y MAIMEHTOB C HapylleHHeM (yHKUMH HEeYeHU
cpeaneii crenenu. [Ipumenenue npenapara Murenenc® He U3ydanoch y JIMIL C TSOKEIBIM
HapymienueM ¢ynkiuu nedenu (knacc C no mkane Yaitna-IIeo) u mosromy
IIPOTUBOIIOKA3aHO.

Ko-unghexyus eupycamu ecenamuma B u/unu C

CornacHo pe3ynbTaraM aHaJIN3a MOMYJIAIUOHHON (papMaKOKUHETUKH B UCCIIE0BAHUAX
DUET-1 u DUET-2, ormeyanoch CHUKEHUE KIMpeHca (MOTEHIHAIBHO IPUBOJAIIEE K
MOBBIIICHUIO SKCIO3UIMK M H3MEHEHUIO0 Npoduiast O0e30macHOCTH) STPaBUPHHA Y
nanueHToB ¢ uHpekuueir BUY-1 u ko-undekuueit Bupycamu renaruta B w/umm C. B
CBSI3U C TeM, YTO JaHHBbIE O MPUMEHEHHH Y MAIMEHTOB C KO-MH(EKIHUEeH BUpycaMu
renatuta B u/umm C orpanuyensl, cieayeTr co0I04aTh OCTOPOKHOCTD IIPH IPUMEHEHUH
npenapara Matenenc® y yKa3aHHBIX TPYIIT MAHEHTOB.

Hapywenus ¢pynkyuu novex

dapMakoOKMHETHKA OSTpaBUpUHA HE HU3yyajach y [AMEHTOB C  IOYEYHOM
HEJ0CTaTOYHOCTHI0. COrNIacHO pe3yibTaTaM Macc-0anaHcoBoro ucciepoanus '*C-
STpaBUPHHA C PAMOAKTUBHON METKOI, ¢ MOYOH BEIBOAUTCS MeHee 1,2% BBeIEHHOH 1035l
sTpaBupuHa. Hen3mMeHEHHBI mpemapar B MOuY€ HE BBIABISLICS, IOITOMY BIMSHUE
HapyleHus: GyHKIUU [MOYeK Ha BbIBEJEHHUE 3TPaBHUpPHHA JODKHO ObITh MHHUMAJIBHBIM.
[TockobKy 3TpaBUPHUH 3HAYUTENLHO CBSI3BIBACTCS € O€IKaMH MJ1a3Mbl, BO3MO)KHOCTB €r0
3HAYUTEJIHLHOIO BBIBEIEHUS C IMOMOIIBI0 TeMOAMATN3a UM NEPUTOHEAIBHOIO JAuain3a
MaJIOBEpOSITHA.

bepemennocms u nocnepoooswiii nepuoo

B uccnenoannu TMC114HIV3015 usyyanocs npumeHnenue 3Tpasupusa B 1o3e 200 mr
2 pa3a B CyTKM B KOMOHMHAIMU C JPYTMMHM aHTHUPETPOBUPYCHBIMM Ipenaparamu y 15
OepemenHbIX JxeHITMH BO II 1 III TpuMecTpax GepeMeHHOCTH, a TaKXkKe B MOCIEPOJOBOM
nepuoje. OO11ast cucTeMHasl SKCIO3UIHS 3TPaBUPHHA B I1a3Me nocie npuéma 200 mr 2
pa3a B CyTKH B paMKax CXeMbl aHTHPETPOBUPYCHON Teparnuu B 11€J0M ObLIa BBILIE BO
BpeMsi OepeMEeHHOCTH, 4YeM IMocie poJoB. PasHuua Obula MeHee BBIPaKEHHOW Ui
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KOHIIEHTpAIMK CBOOOTHOTO 3TpaBUPHHA.
VY >KeHUMH, noay4yaBmux 3TpaBupuH 1o 200 Mr 2 pasa B CyTKH, BO Bpemsi 0€peMEeHHOCTH
II0 CPaBHEHUIO C MOCIEPOJOBBIM IEPHOJOM OTMEYaIUCh 0O0Jiee BBICOKHE CpeIHue
NOoKa3zarejlu MakcuMaibHOW KOHIeHTpauuu B miaazMe (Cma), AUC|2q U MUHMUMAIBbHON
KOHLeHTpauuu B 1aazMe (Cpin). DTH mapamerpbl ObLIM CPaBHUMBI MEXIYy BTOPBIM H
TPETbUM TPUMECTpaMHu OEpPEeMEHHOCTH.

[TapameTpsl papmMakOKHHETHKH OOLIEro ATpaBUpHUHA 1ocie npuéma stpaBupura 200 mr
2 pa3a B CyTKM B paMKaxX CXeMbl aHTUPETPOBUPYCHOM Tepamuu BO BTOPOM TPUMECTpE
O0epeMeHHOCTH, TPETheM TpUMeECTpe OEpPeMEHHOCTH H MOC/Ie POJIOB
®apmakokuneTuka |ItpaBupud 200 mr|JTpaBupun 200 mr 2|9tpaBupun 200 mr 2

ITpaBHPHHA 2 paza B CYTKH,|pa3a B CYTKH, BTOpOii| pa3a B CyYTKH, TpeTHii
Cpennee +|mocJie poxoB TpHMeCTP TpuMecTp GepeMeHHOCTH
CTaHJapTHOE N=10 OepeMeHHOCTH N=10?
OTKJIOHEHHE N=13
(MenuaHa)
i, IR 269+ 182 (284) 383 £210(346) 349+ 103 (371)
Casx, HE/5I 569 + 261 (528) 774 £ 300 (828) 785 £ 238 (694)
5004 £ 2521 (5246) |6617 £2766 (6836) 6846 482 (6028)

AUC12 4, HI*9/Ma

n=9 qua1 AUC12 4.

Kaxnas manueHTka  Cly’)kuiaa  CBOMM — COOCTBEHHBIM — KOHTpOJEM, U IIpH
BHYTPUCYOBEKTHBIX cpaBHeHHSX oOmue 3HaueHUS Cpin, Cmax 1 AUC)2 4 3TpaBUpuHa
obun B 1,2, 1,4 u 1,4 paza Belllie, COOTBETCTBEHHO, BO BTOPOM TpUMECTpe OepeMeHHOCTH
[0 CpaBHEHUIO C TMOcaepoaoBeIM mepuogom, u B 1,1, 1.4 m 1,2 pasa Bble,
COOTBETCTBEHHO, B TPETbEM TpHUMeECTpe OEPEMEHHOCTH 1O CPABHEHHIO € MTOCIEPOAOBBIM
EPUOJIOM.

IToka3zaHusi K NPUMeHEHUIO
Jleuenue nundpexuun BUY-1 y B3pocIibiX, KOTOpbIe paHee Moy4Yaid aHTUPETPOBUPYCHbIE
npenaparsl, U IeTei ¢ 2 J1eT, KOTOpbIe paHee MoyYyald aHTUPETPOBUPY CHBIE ITPENaparhl.

IIporuBonokasanus

e [ UnepuyBCTBUTEIBHOCTb K ATPABUPHHY UK TFOOOMY KOMIIOHEHTY Ipenapara.
Jlerckuii Bo3pact (10 2-X Jer).
Ilepron rpyAHOrO BCKapMIIMBAHUS.
Tsokensie Hapyenus Gyukiun nevenu (kiaacc C nmo Yaitna-I1sto).
OnHOBpeMEeHHOEe TNpUMEHEHHe C IpenapaTamMd, KOTOpble BIMSIOT Ha
KOHL[EHTpAIMIO TPaBUPUHA B IIIa3Me€ KPOBU M C IpernaparaMu, KOHLEHTpalus
KOTOpPBIX B IUIa3ME€ KPOBU HU3MEHSETCS IIPU COBMECTHOM IIPUMEHEHUHU C
STpaBUPUHOM: pUTOHABUp (mpu mnpueme B jgo3e 600 mMr 2 pasa B JEHB);
IPOTHUBOBUPYCHBIE CpeCcTBa (KOMOMHALUS 3710aCBUp / TPa30IpeBUp).
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C 0CTOPOXKHOCTBIO

e [loxwuible manueHTsl.

e bepemennocth (cm. paszzgen «lIpumeHenue npu OepeMEHHOCTH U B IEPUOJ
IPYAHOTO BCKapMIIMBAHUS ).

e [lanueHThl, OJHOBpEeMEHHO WH(UIMPOBAHHBIE BHUPYCOM renaruta B w/mmm
Bupycom renarura C.

e [lanuenTs! ¢ HapyleHHeM (YHKIMH IIeueHu cpeHei crenenu (knace B mo Yaina-
[110).

e He pekomeHyeTcsi COBMECTHOE IIPUMEHEHHUE C TpernapaTaMu, KOTOpbIE BIUSIOT Ha
KOHIIEHTpAIMIO STPaBUPUHA B IJ1a3Me KPOBU M C Ipenaparamy, KOHLEHTpaLus
KOTOPHIX B IUIa3M€ KPOBM M3MEHSETCSl IPU COBMECTHOM IIPUMEHEHUH C
STPaBUPUHOM: HEHYKJIECO3UJHblE HHTUOUTOPBl  OOpaTHOW  TPAHCKPUIITA3bI
(oaBupeH3, HeBUpANWH, PWINHBUPHUH); HWHTUOMTOpPBI  MpoTeassl  0e3
OJJTHOBPEMEHHOI'0 TMpHeMa HU3KOH J03bl puTOHaBUpa (Hel(UuHaBUp, HHIAUHABUD);
MapaBUpPOK (IIPU COBMECTHOM MTPUMEHEHUH ¢ (pocaMIIpeHaBUPOM U PUTOHABUPOM);
KOMOMHALUSI TUIIPAaHABUP/PUTOHABHP; MHTUOUTOPBI MpPOTEasbl MPH COBMECTHOM
MPUMEHEHUH C KOOMIMCTATOM (ara3aHaBHp, AAapyHaBHp); MPOTUBOCYIAOPOKHBIE
cpenctBa (kapbamazenuH, ¢eHobapOuTan, GEeHUTOMH); MPOTUBOTYOEPKYJIE3HbIE
npernaparbl  (pudamnuuuH, pudaneHTHH); aHTUArperaHTbl (KJIOMUIOrpen);
MPOTUBOBUPYCHBIE Ipernaparbl (JaKiaTacBHp); JIEKapCTBEHHBIE IIperaparshl,
coaepxkaie 3Bepo0oii mpobIpsiBIeHHbIN (Hypericum perforatum).

o (CreayeT TPUMEHSTH C OCTOPOKHOCTBIO CO CIEAYIOIUMH IIpernaparaMu:
aMUOJapoH, Oempuaui, JAu3onupamuj, (rekauHu, JIUJI0KauH (CUCTEMHO),
MEKCHJIETHH, MponaeHoH, XUHU/IUH, JeKCaMeTa30H (CUCTEMHO); LIMKJIOCIIOPHH,
CHpPOJIMMYC, Takpojumyc; pudalOyTuH (B coyeTaHuM ¢ OyCTHMPOBAHHBIM
UHTUOUTOPOM MPOTEA3bl).

IIpumeHeHue npu 6epeMeHHOCTH M B MePUO/ IPYAHOI0 BCKAPMJIMBAHUSA
bepeMeHHOCTB

B kadecTBe 0011ero nmpasuia mpu BIOOpe aHTUPETPOBUPYCHOTO IIperapara Ui Tepanuu
BUY wundexkinun y OepeMeHHbIX JKEHIIMH U, KaK CIEJCTBHE, CHUKEHUS pHCKa
BepTUKaIbHOM nepenaun BUY HOBOpOXKI€HHOMY, JaHHBIE, [IOJIYYEHHbIE HA )KUBOTHBIX,
TaKXKe KaK M KIMHHUYECKUI OMBIT MPUMEHEHUsS] Y OepeMEeHHBIX JKEHIIUH J0JDKHBI ObITH
IPUHSATH BO BHUMaHUE /715 OLIEHKH 0€30I1aCHOCTHU IS IJ10/1a.

[IpoHuKHOBEHHE Yepe3 IIaleHTy HaOM0aloch Y O€peMEHHBIX KpbIC, HO HEU3BECTHO,
CylIecTByeT JH TpaHcdep STpaBUpHHA 4Yepe3 IUIALEHTYy y OepeMEHHBIX MKCHIIMH.
HccnenoBanuss Ha JKMBOTHBIX HE IIOKAa3aJd INPSIMOrO0 HWJIA KOCBEHHOIO BpPEIHOIO
BO3JICHCTBHMSI B OTHOLICHUH OEPEMEHHOCTH, IMOPUOHAIBLHOIO/(EeTanbHOr0 pa3BUTH,
poJlopa3peleHus WK MOCTHATAIBLHOrO pa3BuTus. Ha OCHOBaHMM JaHHBIX, MOJyYEHHBIX
Ha XKMBOTHBIX, PUCK NMOPOKOB Pa3BUTHS y JIOJeH ManoBeposTeH. KinHuueckue JaHHbIe
HE BBI3BIBAIOT OECIOKOMCTBA 110 MOBOAY 0€30M1aCHOCTH, HO OHU KpaiiHe OrpaHUYEHBI.
[lepro/1 rpyAHOr0 BCKapMIIMBaHUS

DTpaBUPHH BBIIEISAETCS C TPYAHBIM MOJIOKOM Yy YeIOBEKA.

B kauectBe oOmero npasuia, marepsm, uHpuuuposanuelM BUY, He pexomeHayercs
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rpy/HOE BCKapMIIMBAHHeE JieTeil HU IIPH KaKUX 00CTOATENbCTBAX BO H30€KaHHUe TTepe/iain
BUY-undexuuu.

DepTUILHOCTD

B HacTosIee BpeMsl HET JaHHBIX O BJIMSHAM 9TPaBUPHHA Ha QepTHIILHOCTD YeloBeKa. Y
kpbic d(dekra B OTHOLICHHH ClApUBaHUA WM (DEPTHILHOCTH MPU MPUMEHEHHH
STpaBUpHHA HE HAOIOAATIOC.

Cnocod npuMeHeHHUs U 103blI

Tepanus pomkHa OBITh MHUIMMPOBAaHA BPAyoOM, MMEIOMMM OnbIT Jedenus BUY
UHpEKIUU.

Untenenc® Bcera cieLyeT MIPUMEHATh B KOMOMHAIIUH C APYTHMH aHTUPETPOBUPY CHBIMU
npenaparamy.

Bspocnvie: BHyTph 110 200 Mr (1 Tabnerka 200 mr wm 2 tabnetku mo 100 mr) 2 pasa B
CYTKH I1OCJIE €JIbl.

Iemu u noopocmxku (om 2 0o 18 nem)

PekoMeH10BaHHas J103a STPaBUPKHA [T IeTel ¥ moJpocTKoB (0T 2 1o 18 ner, ¢ maccon
tena He MeHee 10 Kr) 3aBUCHT OT Macchl Tena (cM. Tabauiyy Huxke). [Ipenapar Uurenenc®
clieyeT MPUHUMATh MEePOPaIbHO MOCIE e/Ibl.

Pexomendosannvie 003vl npenapama Hrumenenc® ons neduampuueckux nayuenmos om 2
00 18 nem

Macca Tesia Mo3a TabneTrkn
Ot>10 kr g0 <20 | [To 100 mr 2 pasa B cyTku | 4 Tabnetku o 25 Mr 2 pa3a B cyTku unu 1 Tabnetka
KT 100 mr 2 pa3a B CyTKH

Ot >20 g0 <25 kr | [To 125 Mr 2 paza B cyTku | 5 TabneTok 1o 25 Mr 2 pasa B CyTKH uiu 1 tabnerka
100 mr u 1 Tabnerka 25 Mr 2 pa3a B CyTKH

Ot >25 10 <30 kr | ITo 150 mr 2 pa3a B cyTku | 6 TaGneTok 1o 25 mMr 2 pasa B CyTKH uiu | Tabetka
100 mr 1 2 TabneTku 25 Mr 2 pas3a B CYyTKH

>30 kr 1o 200 mr 2 pasa B cyTku | 8 Tabnetok mo 25 Mr 2 pa3a B CYyTKH WIH 2
tabnerku 100 mr 2 pasa B cyTku unu 1 Tabnerka
200 mr 2 pa3a B CyTKH

[Ipomyck 10361

Eciu manyeHT 3a0bL1 IPUHATE OYepe/IHyo 103y npenapara Murenenc” u BCIOMHUIT 00
3TOM He I103XKe YeM depe3 6 4acoB Mociie 00bIMHOIO BPEMEHHU IIpUeMa Ipernapara, To OH
JIOJDKEH KaK MOYKHO OBICTpee MPUHSTH €€ MOCIIe €Ikl U 3aTeM IPUHSATH CIIIYIOUIYIO 103y
B 00bMHOE BpeMms. Eciu mporuio Goiee 6 yacoB mocjie OOBMHOrO BPEMEHH HpHeMa
npenapara, TO MalMeHT He JO0JDKEH NPUHUMATh MPOIYIICHHYIO 03y, a IpOCTO
BO300HOBUTH ITPHEM IpernapaTa no oObIYHOHI cXeMe.

Eciu nmanuenTa BeIpBaio B Te€YeHUE 4 4acoB 110CIIE IpHEMa Mpernapara, ClieyeT IpuHATh
HOBYIO 703y mpenapara MHTeneHc®™ Kak MOXKHO ckopee mocie eibl. Ecin namuenra
BEIDBA/IO Oojlee 4eM depe3 4 dyaca mocjie IpueMa Ipenapara, eMy He TpeOyercs
IPUHAMATH HOBYIO /103y 0 CJIeAyIoulel 3ariaHipOBaHHOM.

®

Iooicunvie nayuenmol: UIMEETCS OrpaHHuYeHHAss WHPOpMaLUs O JIEYEHHH IpernapaTom
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Uurenenc® naiuenTos B Bo3pacTe > 65 JIeT, TaKuM 00pa3oM, IPUMEHSTH Ipenapar y 3Toi
IpYIIBI HAUEHTOB CIEAYET C OCTOPOKHOCTBHIO.

llayuenmul ¢ HapyweHusmu @yHkyuu neyeHu y TAMEHTOB C HapylleHHeM (YHKIIHH
IIEYECHH JIETKOW U cpe/iHel cTerneHu TsokecTu (kinacesl A uiu B no mkane Yaitna-I1s10)
KOppeKuuu 103bl He Tpedyetcs. Cieayer coOM0AaTh OCTOPOIKHOCTD MPH MPUMEHEHUU
npenapara Murenenc® y manuenToB ¢ HapylieHueM (GpyHKIMHU [IEYEHU CpeaHeil cTerneHu
TSOKECTU. Y MAlMEeHTOB C TsDKEbIM HapylieHrneM (yHKIuM nedenu (knace C nmo mkane
Yaitna-ITer0) dapmakokunetuky npenapara Mutenenc® ne wusyuanu. Ilpumenenue
npenapara y MalUdeHTOB C TsOKEIbIMU HapylleHusMu QyHkuuu nedenu (kiaacc C mo
mkane Yaina-11e10) nporuBonokasano.

Hayuenmol ¢ HapyweHusmu @yukyuu novexk: y TAIMEHTOB C HapylleHHeM (yHKIUU
IIOYEeK KOPPEKLUH 1036l HEe TpeOyeTcs.

Lemu (mnaowe 2 nem)

I[Ipenapar Unrenenc® He 10/KeH NPUMEHATHCA Y jeTel Muaqme 2 netr. JIOCTyIHbIe B
HacTosiuiee BpeMs JaHHble O IMPUMEHEHUH y jeredl B Bo3pacte or 1 g0 2 Jjer,
npejcraBiieHHbie B pazjenax «llobounoe aeiictBue» u «@apmMakooruuecke CBOMCTBay,
CBUETEILCTBYIOT O TOM, YTO B JJAHHOH TpyTINe MalMeHTOB I10JIb3a HE MPEBBILIAET PUCK.
Jlnst nereit maazaue 1 roga HeT JOCTYIHBIX JaHHBIX.

Crocob npumMeHeHusl

TabGneTku cieayer mporiareiBaTh LETUKOM, 3alMBas XHUJIKOCTBIO, TaKoi Kak BOJA.
TTanuenThl, MCIIBITHIBAIOIIHME TPYAHOCTH ¢ IIporiaTeiBanueM Tabnetok Murenenc®, Mmoryt
U3MENIbUUTh UX M pa3MellaTh B CTakaHe BOJAbI. B 3TOM ciyyae mocienoBaTeabHOCTh
JIEUCTBUI CIIeayrOLas:

® 1OMecTUTh TabseTKy (TabaeTku) B S mi (1 yaitHas J10)KKa) BOJbI, HJIM B KOJIMYECTBO
BO/JIbI, IOCTATOYHOE IS ITOJIHOTO MOKPBITUS TabJIETKH,

® THIATEJIBHO MEpeMenaTh B TeYeHHE OKOJO | MUHYTHI 0 T€X MOp, MOKa BOJA HE
CTaHEeT BBITJISIAETh KaK MOJIOKO,

® eC)IM He0OXO0IUMO, MOXKHO JJ0OaBUTH 00JIbIIEe BOABL, 10 30 MIT (2 CTOJIOBBIE JIOXKKH ),
areIbLCMHOBOIO COKA MM MOJIOKA (MAI[MeHThI He JJOJDKHBI TTOMeIaTh TabaeTku B
aneJIbCMHOBBIA COK MJIM MOJIOKO 0€3 MpeABapUTeIbHOIO PAaCTBOPEHUS B BOJE),

® HEME/JICHHO BBIIIUTH COIEPKUMOE CTaKaHa,

e Uil oOecreyeHWs TMpUeMa IMOJHOM J03bl CTakaH CIEAyeT HEeCKOJbKO pa3
OIOJACKUBATh BOJOM, ameJIbCMHOBBIM COKOM WM MOJIOKOM U IOJIHOCTBIO
BBIMIUBATH COACPIKUMOE.

Cnenyer usberarb ucnonb3zoBaHusi Teruiod (Ooabme 40 °C) BOAbl M rasMpOBaHHBIX
HAIUTKOB.

PexoMeH lyeTcsi IpMHUMAaTh TabieTKu npenapara Murenenc®, pacTBOpeHHbIE B BOJIE, JI0
npuemMa JApPYruX AaHTHPETPOBHPYCHBIX MpernapaTtoB B IKUAKOH Qopme, KoTopble
IIPUMEHSIOTCS COBMECTHO ¢ npernapatoM MuTenenc®.
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Ilo6o4Hoe neiicTBHE

O0630p npoduis 6e30macHOCTH

Haubonee yactbimu modoursiMu 3¢ dexramu (yactora >10%) mo0O0il cTeneHn TSHKECTH,
OTMEUEHHBIMH IIPH TIPUMEHEHUH dTPABUPUHA, ObUIU CHIMb, AUApEsl, TOUIHOTA U FOJOBHAs
6onb. YacToTa TpekpaileHus Tepamuud B CBA3U C THOOBIM MOOOYHBIM 3(hdeKToM B
uccienoanusx dassl Il coctaBuna 7,2% B rpyIe naueHToB, Oy YaBIInX STPABUPHH.
Haubosee yacTeiM M0OOYHBIM 3((HeKTOM, MPUBOIAIIUM K OTMEHE TE€pAIH, OblIa ChIIb.
Ta6mmna nobounsix 3¢ dexron

[To6ounbIe 3¢ deKThl Y MAKEHTOB, MOTyYaBIINX 3TPABUPHH, TpecTaBieHsl B Tabmuie
Hiwke. [loOo4HbIe IEHCTBHS IMEpeYrclIeHbl B 3aBHCUMOCTH OT CHUCTEMHO-OPraHHOIO
Kjacca M YacTOThl. B paMkax KaXI0i KaTeropud 4YacToThl MoOOYHBIE S(P(EKThI
Tpe/ICTaBIICHBI B MOPSAKE CHIKEHHUS Cepb&3HOCTU. YacTOThl BOSHUKHOBEHHSI TOOOYHBIX
s¢dekToB ompeneneHsl Kak odeHb 4yacto (>1/10), wacto (=1/100 — <1/10), Heyacro
(>1/1000 — <1/100), peaxo (ot > 1/10 000 mgo < 1/1000) u ouens peaxo (< 1/10 000).
IMoGounbie d3¢dexThl, HabOAWAABIIHECS] B KIHHHYECKHMX  HCCJIEJ0BAHUAX
ITPABHPHHA U B MOCTPErHCTPALIMOHHOM Nepuoje

CucTeMHO-OpraHHbIH Yacrora Ilo6ouHbIe aeicTBUSA
KJ1ace
Hapywenuss co cropons! | Hacro TpoMOouMTONEHUs, aHEMUs, CHHXKCHUE
KpOBH M JMMpaTtnyeckon qKclia HeUTpoduIoB
CUCTEMBI Heuacto CHuKeHHe Ymclia JIeHKOLUTOB
Hapymenuss co cropons! | Yacto [ MIiepuyBCTBUTEIBHOCTD K Ipenapary
UMMYHHOW CUCTEMBI Heuacto CHHAPOM BOCCTAHOBJICHUS UMMYHHUTETA
Hapymenus merabonusma | Yacto Caxapuplif  guaber, TUIEprIIMKeMUs,
U [IUTaHUS TUINIEPXOJIECTEPUHEMUS, yBEJIUYECHHE
YPOBHS JUIONPOTEUHOB HU3KOI
MJIOTHOCTH (JITTHIT),
TUIIEPTPUTIIMLEPUIEMUS,
TUIEePIIUITN JEMHUS, JUCITUIUIEMUS,
aAHOPEKCHSI
[lcuxnyeckue Hapymenuss | Yacto TpeBoXkHOCTb, OECCOHHUIIA, HAPYIIECHUSA
CHa
Heuyacto CryTaHHOCTh CO3HaHUSs, J€30PUEHTALIUS,
HOYHBIE KOIIMAapBI, HEPBO3HOCTb,
NaTOJOrMYE€CKUE CHOBH/IEHUS
Hapymenuss co croponsl | Ouenb yacto | I'onoBHas 060ib
HEPBHOMN CHCTEMBI Yacro [Tepudepuyeckas Helponarus,
napecTe3uu,  TUIECTe3Ud,  aMHe3Husd,
COHJIMBOCTh
Heuacto Cynoporu, 00MOPpOK, Tpemop,
T'MIIEPCOMHUS], HAPYIIEHUE BHUMAHUS
Hapymenuss co cropons! | Hacto HeuéTtkocTh 3penus
OpraHa 3peHus
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CucTeMHO-0praHHbIN Yacrorta Ilo6ouHbIe aeicTBUSA

KJiace

Hapymenuss co cropons! | Hedacro Bepruro

oprasa ciiyxa u JJabupHHTa

Hapymenuss co cropons! | Hacto WudapkT muokapaa

cepaua Heuacto OuopHILIALMS npeicepauii,
CTEHOKApAHUs

Hapymenuss co cropons! | HYacto ['unepreHsus

COCYZI0B Penxo I"emopparuyecKkuii UHCYJIbT"

Hapymenuss co crtopons! | Hacro OJIpIIIKA [TPU HArPY3Ke

JbIXaTeabHOW  cucteMsl, | Heuacto bponxocnasm

OpraHoB I'PYAHON KIIETKU U
Cpe/lOCTEeHUsI

Hapywenuss co cTOpOHBI
eIy JOYHO-KHILIEYHOrO
TpaKTa

OyeHp 4acTo

Jlnapes, TontHoTa

Yacrto

["acTpoazodareanbHast pedutokcHast
0oJ1e3Hb, pBOTA, 0OJIb B )KUBOTE, B3JlyTHE
)KHBOTa, METEOpH3M, TaCTpHT, 3arop,
CYXOCTb BO PTy, CTOMAaTHT, MOBBILICHUE
AQKTMBHOCTH  JIMMa3bl,  IOBBILICHUE
AKTHBHOCTH aMHJIa3bl B KDOBU

Heuvacro ITankpeaTut, KpoBaBasi pBOTA, O3LIBBI HA
pPBOTY
Hapymenuss co crtopons! | Hacto IToBbilieHuE AKTUBHOCTH
ne4yeHu " aJlaHHHAMUHOTpaHChepasbl (AJIT),
JKETYeBBIBOASIILIUX Ty TeH MOBBILIIEHHE AKTUBHOCTHU
acrapraramunotpancdepassl (ACT)
Heuacto ['enarwur, CTearos TIeUeHH,
HUTOJIMTHYCCKUI rernarur,
rernaromMeraims
Hapymenust co croponsl | Ouenb yacto | Chlnb
KOXKM ¥ T[OAKOXKHBIX | HacTo HouHas mOTIMBOCTb, CYXOCTb KOXH,
TKaHen [IPYPHUIO
Heuacto AHTHOHEBPOTUYECKHI OTEK?, OTEK JInIIa,
TUIIEPIUIPO3
Penko Cunzpom CruBenca-/>xoHcoHa?,
MyJIbTH(OpMHAs SpuTema’
Ouenb penko | Toxcuueckuit AMUAEPMAIIbHBIN
nexkpomms?, DRESS-cunapom®
Hapymenuss co cropossl | Hacto [Toueunast HEJI0CTaTOYHOCTD,
MOYEK M MOYEBBIBOJSALIMX MOBBIIIICHHE KOHIIEHTpAalM¥ KpeaTMHHHA
Iy Teil B KpOBH
Hapymenuss co cropons! | Heqacto ['mnexkomacTus

PENPOLYKTUBHON CUCTEMBI
1 MOJIOYHBIX JKeJe3




CucTeMHO-OpraHHbI| Yacrora Ilo6ouHbIe aelicTBUSA
KJacce

O6mue Hapywmenus u | Yacro YTOMIII€MOCTh
peaxiuu B Mecte BBeieHus | Heuacto 3aTOpMOKEHHOCTb

? [loGounble 3¢ dexTr, HaOMOIABIINECS B KIMHUYECKUX MCCeNOBaHHAX, OTIUYHBIX oT DUET-1 u
DUET-2.
® [To6ounble 3¢ deKThl, HabMOaBIINECS B TOCTPErHCTPALHOHHOM MEpHOIE.

Onucanue oTaeIbHBIX TOO0YHBIX 3D deKToB

Cowine

Yare Bcero KoxHasi CbIllb ObLIa JIETKOM MM YMEPEHHO BBIPAKEHHOI, B LIEJIOM SIBJISLIACH
MaKy JISIpHOH, MaKyIoNaIy 1€3H0H 1T SpUTEMaTO3HO, yallie BCero BO3HMUKaa Ha BTOPOii
HeJene Tepanuu U peako Habmojanach nocie 4-i Heaend. B GonpuiMHCTBE cilydaeB
Takas Chlllb He TpeboBasa CreualbHOrO JIeYeHUs U OOBIUHO ucye3ana yepes 1-2 Henenu
Ha (QoHe mpojopKaroulerocss JjedeHus. Yactora CblM B TIpyNNe O3TpaBUpPUHA B
uccnenoBanusx DUET Obina Bblle y )KeHIIMH, YeM y MY>KYHUH (O BOBHUKHOBEHHUHU CHIIH
cTerneHu 2 ¥ Belle coodmanock y 9 u3 60 [15,0%] xenumna 'y 51 u3 539 [9,5%] myxuuH;
00 OTMEHe Tepanuu B CBS3M C ChINbI0 cooditanock y 3 u3 60 [5,0%] xenumu u'y 10 us3
539 [1,9%] wmyxuun). He oTmedanoch pa3nuyuii B CTENEHU TSDKECTU ChINM WU
IpeKpalleHus Teparnuy B CBSI3U C MOJIOBOM MPUHAMIEKHOCTHIO. KiIMHUUecKue naHHbIe
OrpaHUYEHbI, HENb3sl UCKIKOYaTh YBEJIMYEHUE PUCKA PA3BUTUSl peaKUUil CO CTOPOHBI
KOXH y MalMeHTOB ¢ KOKHBIMH peakiusamu, cesizanabiMu ¢ HHUOT, B anamuese.
Memabonuueckue napamempoi

Macca Tena ¥ KOHIIEHTpalusl JIMIUAOB U [ITFOKO3bl B KPOBH MOT'YT BO3pacTarh BO BpeMs
[IPUMEHEHHS] aHTUPETPOBUPYCHOM Teparum.

Cunopom 8occmanoBnenuss UMMYHUmMema

V nauuentoB ¢ BUU-undexuueit u THKETBIM UMMYHOJEPHUIIUTOM Ha MOMEHT Hadala
KOMOMHHUPOBAHHON aHTHPETPOBUPYCHOW Tepamvu MOKET BO3HUKATh BOCIHAIUTEIbHAS
peakuuss Ha OECCHMMIITOMHBIE MM OCTAaTOYHbIE ONMOPTYHHUCTUYECKUE HHQEKIHH.
CooOmranock TaKke O ClIydasx pa3BUTHS ayTOMMMYHHBIX 3a0oleBaHUl (Hampumep,
Oone3nu I'peiiBca W ayTOMMMYHHOrO TeMaTWTa), HO BpeMs Haudana 3adoJieBaHMs
BapbUpoOBal0 OoJiee 3HAUUTENIBHO, BIUIOTH JO MHOTUX MECSIIEB C MOMEHTa Hadaja
Tepanum.

Ocmeonekpos

Coo0mranock 0 ciayvasx pa3BUTUs OCTEOHEKPO3a, OCOOEHHO Yy MAlMeHTOB ¢ (paKTopamMu
pucka, pacnpoctpanénHoid BUY-undexumeit wiaM  AIMTEIBHBIM  [IPUMEHEHUEM
KOMOMHHUPOBAHHOM aHTUPETPOBUPYCHOM Tepamuu. Yactora pasBUTHUS OCTEOHEKPO3a
HEM3BECTHA.

Hetu (ot 1 no 18 ner)

Onenka 6e30MacHOCTH Y JIeTei ¥ OJPOCTKOB OCHOBAHA Ha JIBYX UCCIIEIOBAHUSX B OJHOM
rpymre. PIANO (TMC125-C213) — ato uccnenoBanue ¢assl I, B koropom 101 mauuent
Bo3pacte oT 6 a0 18 ner, unduuupoBanubii BUY-1 u panee npuHMMaBLINiA
AHTMPETPOBHPYCHBIE MpeNaparhl, B NpuMeHs1 npenapar Matenenc® B koMOMHALMH C
APYTUMH aHTHpeTpoBUpYCcHbIMU nipenapatamu. TMC125-C234/IMPAACT P1090 — sto
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uccinegoBanue ¢asel I/II, B koropom 26 mnamueHTOB B Bo3pacTe or 1 g0 6 Jer,
nHpunupoBanHeix BUY-1 u paHee NpMHMMaBIIMX aHTUPETPOBUPYCHBIC Mpenaparsl,
npumensnmM npenapar Wurenenc® B KOMOMHAIMH C APYTMMH aHTHPETPOBHMPYCHBIMHU
npernaparamu.

B uccnenoBanusx PIANO u TMC125-C234/IMPAACT P1090 gacrora, TUII U TSKECTh
MOOOYHBIX JIEHCTBUI y 1eTell ObIIM CPAaBHUMBI ¢ TAKOBBIMU BO B3pOCIION momynsiuuu. B
uccinenoBanud PIANO o cpiny yaie cooOIIanochk y JHIl )KEHCKOro IoJia, YeM y JIHIl
MYKCKOro mona (Chlllb CTEMeHH TshKkecTd >2 Habmopanack y 13/64 (20,3%) mui
KeHckoro nona u 'y 2/37 (5,4%) nui My»cKoro nojia; o0 OTMEHe Tepaluu B CBSI3U C
CHINBIO coobMmanoce y 4/64 (6,3%) mun sxenckoro nona u'y 0/37 (0%) naum MyKcKoro
nona. Yame  cbimb  OblIa  JIETKOH  MJIM  CpeIHEW  CTENEHH  TDHKECTH,
MaKy JISPHOT0/IaIly JISPHOTO THIIA M TOSBIIsIach Ha BTOpoit Hezlee Tepanuu. Chilb Oblia
B OCHOBHOM CaMOOIPaHMYMBAIOIIEHCS ¥ B OCHOBHOM paspeluanack B TeueHue 1 Hezenu
Ha GoHe MPOI0IDKAIOLIEHCS Tepaluu.

B mocTperucTpalMOHHOM PETPOCIEKTUBHOM KOIOPTHOM  HMCCJIE€OBAaHHWHU, IEJbIO
KOTOPOro ObLII0 00OCHOBAHHE JOJITOCPOUHOrO Mpoduiis 6e30macHOCTH STpaBUpPUHA Y
BUY-1 wHPUIMPOBAHHBIX JETEH M IMOAPOCTKOB, IOJYYaBUIMX ITPABUPUH C IPYyTUMHU
anTuperpoBupycHbiMu mipenapatamu  (N=182), o cunjapome Crusenca-J/KoHcoHa
co001aI0ck ¢ 60J1ee BBICOKO# yacToTol (1%) 1o cpaBHEHUIO ¢ YaCTOTOM B KIIMHMYECKHUX
uccienoBanusx y B3pocibix (<0,1%).

Jpyrue ocoOble nomnyisiuuu

Iayuenmot ¢ kounpexyuei éupycom cenamuma B w/unu eupycom cenamuma C
CornacHO pe3yibTataM 00beJMHEHHOrO aHanu3a JaHHbIX uccienoBanuii DUET-1 u
DUET-2, yacrora pa3BUTHs HapylleHHH (YHKIUHM NeYeHH Obla HECKOIBLKO BBILIE Y
TMalMEHTOB ¢ KOMH(EKIKEH, MOy YaBUInX STPABUPUH, YeM Y MAlMEHTOB ¢ KOMHpEKIUEH
B rpynme miane6o. Ipenapar Matenenc® 10mkeH NPUMEHSITECS Y THX MAlMEHTOB C
OCTOPOKHOCTBIO.

Ilepeno3upoBka

JIaHHBIX O CHMIITOMAax Iepe03MpPOBKH ITpaBHUpHHA B HACTOsIEe BPeMs HET, OJHAKO,
BEpPOSTHO, YTO HanboJiee yacTble OOOYHbIE JEHCTBUA NIPU IIPUEMEe 3TPaBUPUHA, TaKHe
KaK ChlIllb, J¥apesi, TOLIHOTa ¥ rOJI0OBHAst 001k, Oy IyT Hanbojee YaCThIMU CHMITOMAMH.
Her cnenuduyeckoro aHTHI0TA JUIsl JIEUSHHUs Mepel03MpOBKU STpaBupuHoM. Teparms
nepe03MpoBKH npenapatoM Uurenenc® BKIoyaeT obMIie MOICPKUBAIONINE MEPHI, B
TOM YHCjIe HaOMoJeHHe 3a JKM3HEHHO BaXHBIMU IapaMeTpaMH M KIHHHYECKUM
COCTOSIHMEM manueHTa. I10CKOIbKY STpaBUPUH 3HAYMTENBHO CBS3bIBACTCS C OEIKaMH,
JMAJIN3 BPS/ JI IPUBEIET K 3HAUNTEIbHOMY BBIBEJIEHHIO JEHCTBYIOIIETO BELIECTBA.

B3aumoeiicTBHe ¢ APYrUMM J1eKAPCTBEHHbIMH CPeACTBAMH

JlekapcmeenHsle npenapamel, 61uANU{UE HA KOHYCHMPAWUIO IMPAGUPUHA 6 N1A3Me
DrpaBupuH Mertaboimsupyercs cuctemoir muroxpoma P450 CYP3A4, CYP2C9 wu
CYP2C19, a ero mMeraOoJMTHI MOJBEPrarOTCs TIIOKYPOHHPOBAHMIO ITOJ BIIMSHUEM
bepmenta ypuauaaudocharrirokyponosunarpancdepassl. JlekapcTBeHHbIE Mpenaparkl,
unayuupytomme uzopepmentet CYP3A4, CYP2CY9 nm CYP2C19, mMoryT moBbiaTh
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KJIMPEHC STPAaBUPUHA, BCIEICTBHE YEr0 CHUXKACTCS €ro KOHIIEHTpalus B I1a3Me.
OJHOBpeMEHHOe TNpuMeHeHHe npenapata MuHrenenc® W mpemnaparoB, KOTOpbIE
uHruoupytot uzopepmentsl CYP3A4, CYP2C9 nmn CYP2C19, MoKeT CHUXKATh KITMPEHC
STpaBUPHUHA U MOBBIIATH €r0 KOHIEHTPALUIO B IJIa3Me.

JlekapcmeeHHble npenapamol, HA MEMAOOIUSM KOMOPLIX 61UACH IMPAGUDUH
DrpaBupHH sBIseTcs ciaadbiM uHAyKTOpoM u3odepmenta CYP3A4. CosmecTtHOE
npuMeHeHue npenapara Murenenc® W mnpenaparoB, KOTOpble MeTabOIM3UPYIOTCS B
ocHoBHOM m30(pepmenToM CYP3A4, MOXeT MPUBOAUTH K CHMIKEHHIO KOHIIEHTpAIMM
TaKMX IIpernaparoB B IUIa3Me M, CIeJOBATeIbHO, OCIA0IATh MM YKOpa4uBaTh HX
TepaneBTUYeCKre PPEKTHI.

DrpaBupUH sBisieTcs caabbiM uHrHOUTOpoM H3odepmenroB CYP2C9 u CYP2CI9.
DTpaBUPUH TakXke SBIsieTcss cnabbiM MHruOuTOpoM P-riamkonporenna. CoBMeCTHOE
IpUMEHEHHEe 3TpaBHpPHHA M TPErnaparoB, KOTOpble MeTabOIU3UPYIOTCS B OCHOBHOM
usodepmenramu CYP2C9 mmu CYP2C19 wam TpaHCHOPTHPYIOTCS € IOMOLIBIO P-
IIMKOMPOTEMHA, MOJKET IMOBBIIATH KOHIEHTPAILMIO TaKWX IIpernaparoB B IUIa3Me H,
ClIeJI0BaTeIbHO, YCHJIMBATh WM MPOJIeBaTh HMX TEePANEeBTUYECKUE MU IOOOYHbIE
3 PeKTsI .

M3BecTHbIE W TEOpETHYECKHE B3aUMOACHCTBHS C OTACIBHBIMH  IIpernaparamMu
AHTUPETPOBUPYCHOW Tepanmuu W JAPYTUX TPYIN MEepeyuclieHbl B Tabiule HUKe. JTa
TabJIMIa He SBIISIETCS BCEOOBEMITIOLIEH.

TaGnuia B3aumoaeiicTBuii

B3aumMoeiicTBUS MeX/Iy 3TPAaBUPHHOM M COBMECTHO IPUMEHSIEMBIMHU JIEKAPCTBEHHBIMU
npernaparamMu MepedrciieHbl HIDKe (MOBBIIICHUE YKa3aHO KaK «1», CHMXKEHHE KaK «|»,
OTCYTCTBME HM3MEHEHHN KaK «<>», OTCYTCTBHE IaHHBIX MCCIENOBAaHUI Kak «H/O»,
JIOBEpUTENIbHBINA HHTEpBal Kak «J1»).

JlekapcTBennbie | Bausane Ha KoHuenTpanuu | Pexomenpanun no COBMECTHOMY
npenaparsl npenapaTroB nNpHMeHeHH 0

CooTHomenue CpeaHHX

HAHMeHbIIHX KBajapaToB (90%

JIN; 1,00 = orcyrcTBHE

3¢ dekTa)

NPEINAPATHI JUIsI IEYEHWSI MHOEKIIUA
IlpenapaThl aHTHPETPOBHPYCHO Tepanuu
Hyxneomuonuie / HyKkieo3uonsle uneubumopst oopamuoi mpanckpunmassl (HUOT)

JlunaHo3uH JIM1aHO3UH He HaOmoaanock 3HaYUTEIbHOTO BIAUSHUS
400 mr 1 pa3 B | AUC « 0,99 (0,79-1,25) Ha napameTpabl (hapMaKOKMHETHKH
CYTKH Cmin H/O JIMIaHO3MHA U 3TPaBUPUHA.
Cmax <> 0,91 (0,58-1,42) [Ipenapar Unrenenc® v 1UIaHO3HMH MOTYT
OTpaBUPUH MPUMEHSTHCS 0e3 KOpPpPeKLHHU 103.

AUC < 1,11 (0,99-1,25)
Cmin < 1,05 (0,93-1,18)
Comax < 1,16 (1,02-1,32)

Tenodosupa Tenodoup He nHabnronanoch 3HaYUTENBHOTO BIUSHUS
JIM30TIPOKCHUIT AUC < 1,15 (1,09-1,21) Ha napameTphbl (hapMaKOKMHETHKH
245 mr 1 pa3 B | CminT 1,19 (1,13-1,26) TeHo(oBHpa U ITPAaBUPHUHA.

cyTKH" Cmax T 1,15(1,04-1,27) IMpenapar Untenenc® u teHodposup Moryt




OTpaBUpUH

AUC | 0,81 (0,75-0,88)
Chmin | 0,82 (0,73-0,91)

Cmax | 0,81 (0,75-0,88)

NpUMEHATbCs 0e3 KOppeKLUH 103.

Hpyrue HUOT

He u3yuanoce, HO He okuJaeTcs
B3aUMO/ICHCTBUH, YUYUTBIBas
OCHOBHOM MIOYEYHBIH nyTh
BBIBEJEHHUS JIpyrux HUOT
(Hanpumep, abakaBupa,
IMTpULMTAONHA, JIaMUBY/IMHa,
CTaBY/JIMHA M 3U/IOBYIMHA).

DTpaBUPHH MOXKET MPUMEHATHCSA C ITUMH
HUOT 6e3 xoppekuuu 103.

HenyxneozuoHvle uneubumopsbl 0Opamuoi mpancKkpunm

asel (HHHOT)

Ddasupens
HeBupanuu
Punnuupun

[TponemMoHCcTpHpPOBaHO, 4TO
xomObunuposanue asByx HHHOT
He TPHUHOCUT JOMOJHUTENbHOM
TOJIB3BI. [Tpu COBMECTHOM
NpUMEHEHUH npernapara
Wntenenc® ¢ spasupensom wuiu
HEBUpANHHOM MOXKET
Habro1aThCs 3HaYUTEIbHOE
CHU)KEHUE KOHLIEHTpALUK
3TpaBUpHHA B IJIa3Me W MOTeps
TepaneBTHYECKOro s¢dekra
npenapara Mntenenc®.
CoBMmecTHOE NpUMEHEeHUe
npernapara Wnrenenc® "
PUJINMBUPHHA MOXET MPUBECTU K
CHUIKEHUIO KOHLIEHTpAaLUH
PUJINMBUPHHA B IJIa3Me U MOTepe
ero TepaneBTHYeCcKoro 3¢ dekra.

®

[Ipenapatr WHreneHc® He pexkoMeHIyeTcs
MPUMEHATh  COBMECTHO €  JPYTMMH
HHUOT.

Hneubumopur npomeaswvr BUY, ne 6ycmuposannuvie (m.e.

wiu kobuyucmama

8 HU3KOU 003¢e)

be3 coemMecmHo2o NpUMeHeHus pumonasupa

WuaunaBup

[Ipy COBMECTHOM TMpHMEHEHUH
npenapara Untenenc® c
MHIWHABUPOM MOXKET OTMeuaThbCs
3HAYUTEbHOE CHU)KEHHUE
KOHLEHTpPaUMH HHAWHABHpa B
nnasme n noreps ero
TepaneBTHYecKoro 3ddekra.

IMpenapar Mntenenc® He pexomenayercs

NPUMEHATb COBMECTHO C HHAWHABUPOM.

Hendunasup

B3aumojeiicTBie He H3y4alocCh.
Oxupaercs, 4TO npemnapar
Unrenenc® MOBBICUT
KOHUEHTpAlMIO HelpHuHaBHpa B
ia3me.

Ipenapar Uutenenc® He pekomeHmyercs
MPUMEHSITh COBMECTHO C HellHHABUPOM.

Hneudbumopwvl npomeazvl BHY, bycmuposantvle pumonasupom 8 HU3Kux 003ax

ATazaHaBup /
pPUTOHABUP
300/100 mr 1 pa3

B CYyTKHU

ATazaHaBup

AUC | 0,86 (0,79-0,93)
Chmin | 0,62 (0,55-0,71)
Cmax < 0,97 (0,89-1,05)
OTpaBUpHH

AUC 1 1,30 (1,18-1,44)

KOMOMHALUS
MOTYT

Ipenapar Wutenenc® wu
aTazaHaBup/ pPUTOHABUD
MPUMEHSTHCS 63 KOPPEKLUH J103.




Cmin 1 1,26 (1,12-1,42)
Cumax 1 1,30 (1,17-1,44)

JapyHaBup /
PUTOHABUD
600 / 100 mr 2

pasa B CyTKH

[lapyHaBup

AUC < 1,15(1,05-1,26)
Cmin <1,02 (0,90-1,17)
Cmax < 1,11 (1,01-1,22)
DTpaBUPUH

AUC | 0,63 (0,54-0,73)
Cmin | 0,51 (0,44-0,61)
Cmax | 0,68 (0,57-0,82)

KOMOHWHAL U
MOTYT

Ipenapar Uutenenc® wu
JnapyHaBup/ PUTOHABUD
NPUMEHSTHCS 0e3 KOPPEeKLUH 103.

docamnpenaBup /
pUTOHABUP
700 / 100 mr 2
pasa B CyTKH

AMnpeHaBup

AUC 1 1,69 (1,53-1,86)
Cmin T 1,77 (1,39-2,25)

Cmax T 1,62 (1,47-1,79)

[lpy  coBMECTHOM  TNpPUMEHEHMH  C
npernaparom Unrenenc® MOJKET
notpeboBaTbcss ~ CHW)KEHME 103 B

KOMOMHALMAX aMIPeHaBUp / PUTOHABUD M

OTpaBUPUH ¢ocamnpenaBup /  putoHaBup. Jlns
AUC «? CHWKEHMs /103 MOXKET pacCcMaTpuBaThCs
Chin < * NpUMEHEeHUe pacTBopa JUls puéma BHYTPb.
Cmax < *
JlonunaBup /| JlonuHaBUP Ipenapar Wutenenc® wu  koMOGuHauuUs
PUTOHABHUD AUC « 0,87 (0,83-0,92) JIOTIMHABUP / pPUTOHABUD MOTYT

(B TabneTkax)
400 / 100 mr 2
pasa B CyTKH

Cnmin | 0,80 (0,73-0,88)
Cmax <> 0,89 (0,82-0,96)
OTpaBUpUH

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

MPUMEHATHCS 6€3 KOPPEKLHHU J103.

CakBuUHaBUD /
PUTOHABUP

1000 / 100 mr 2
pa3za B CyTKH

CakBHHaBUD

AUC < 0,95 (0,64-1,42)
Chmin | 0,80 (0,46-1,38)
Cmax <> 1,00 (0,70-1,42)
OTpaBUpPUH

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

Ipenapar Wutenenc® wu  komMOMHAUMS

CaKBUHaABHUP / PUTOHABUD MOryT
NPUMEHATBHCA 0e3 KOPPEKUHHU 103.

TunpanaBup /
PUTOHABUD
500 / 200 wmr 2

pasa B CyTKH

TunpanaBup

AUC 1 1,18 (1,03-1,36)
Cmin T 1,24 (0,96-1,59)

Cmax T 1,14 (1,02-1,27)
OTpaBUpUH

AUC | 0,24 (0,18-0,33)
Chmin | 0,18 (0,13-0,25)

Cmax | 0,29 (0,22-0,40)

He pekoMeHayeTcss COBMECTHO MPUMEHSATh
KOMOWHALMIO THUIPAHABUP / PUTOHABUP U
npenapar Mnrenenc®.

Huzubumopul npomeasvr BUY, 6ycmuposantvle kobuyucmamom

ATazaHaBup /
KOOHLMCTAT
JlapyHaBup /
KoOuIKcTaT

B3aumoseiicTBUsl He H3Yy4aluCh.
[lp COBMECTHOM TMpHMEHEHUH
npenapara Unrenenc® c
KoMOMHauue  arasaHaBup  /
KOOMLKCTAT WJIM KOMOWHauuen
JapyHaBup / KOOMIMCTAT MOXET
CHUXKATBCS KOHLEHTpaLUs
MHrMOMTOpa MpoTeas3bl W/ WIH

He peKoMeH 1y eTcs COBMECTHOE
npuMeHenue mnpenapata Mutenenc® ¢
KoMOMHalMeil ara3zaHaBup / koOMUMCTAT
WU KoMOWHauuel  gapyHaBup  /
KoOuuucTaT.




KoOMLHKCTAaTa B IJa3Me, YTO
MOXET TpUBECTH K MoTepe
TeparnieBTHUecKoro asddekra U
Pa3BUTHIO PE3UCTEHTHOCTH.
bnokamoper CCRS5 peyenmopos
MapaBupok MapaBupok PekomeHj0BaHHas 71032 MapaBUpOKa MpH

300 mMr 2 paza B
CYTKH

MapaBupok /
napyHaBup/
PUTOHABUD

150 /600 / 100 mr
2 pa3a B CyTKHU

AUC | 0,47 (0,38-0,58)
Cmin | 0,61 (0,53-0,71)
Cmax | 0,40 (0,28-0,57)
OTpaBUpPUH

AUC < 1,06 (0,99-1,14)
Chin <> 1,08 (0,98-1,19)
Cmax <> 1,05 (0,95-1,17)

Mapagupok*

AUC 1 3,10 (2,57-3,74)

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

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

* [1o cpaBHEHHMIO C MapaBUPOKOM
150 mr 2 pa3a B CyTKH.

COBMECTHOM TPUMEHEHUH C [penapaTtom
Wntenenc® B  MpUCYTCTBMM  MOLIHBIX
MHIHOUTOPOB MpoTeasbl cocTasiser 150 mr
2 paza B CYTKM, 3a HCKIIOYEHHEM
KOMOUHaUUu ¢ocamnpeHaBup /
pPUTOHABUp, TMpPUMEHATb  KOTOpbIE B
KOMOMHAaUMKU  C  MapaBUpPOKOM  He
peKoMeHyeTcsl. Koppekuus J103bl

npenapata Mntenenc® ne tpebyercs.

Hneubumopul crusnus

DHyBUPTUA
90 mMr 2 paza B
CYTKH

DtpaBupun*
AUC « 2

Cohe>?

Konuentpauus sHpyBUpTHAA HE
U3y4asach, BIIUSTHUS He
OKUIaeTcs.

* [To JIAaHHBIM
MOMYJIALIMOHHOMN
(hapMaKOKHHETHKH.

aHajiu3a

[Ipy cOBMECTHOM MpUMEHEHHHU Tpenapara
Wnrenenc® " sH(pyBUpTHAA

B3aMMO/ICUCTBUS HE 0XKH/IAETCH.

Hneubumopur unmezpaszovt BUY

HonyTterpaBup
50 mMr 1 pa3 B
CYTKH

Lonyrerpasup

AUC | 0,29 (0,26-0,34)
Cmin | 0,12 (0,09-0,16)
Cmax | 0,48 (0,43-0,54)
DTpaBUpPUH

AUC < ?

Chin < &

Cnax <2

HonyrerpaBup +

JlapyHaBup /
PUTOHABHUD
50 Mmr 1 pa3 B

Lonyrerpasup

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

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

cytku + 600/ 100 | DTpaBupuH
mr 2 paza B cyTku | AUC < ?
Chin<>?
Cmax < ?
Honyrterpasup + | JoayTerpaBup
JIOTTMHABHP /| AUC < 1,11

DTpaBUpPHH 3HAUUTENBHO CHUDKAeT
KOHLIEHTpALMK J0JyTerpaBipa B IJa3Me.
Biusinne 3TpaBHpMHA Ha KOHLEHTPALMIO
JoNyTerpaBupa B I[UIa3Me€  CHUXKAIOCh
MOCPEACTBOM COBMECTHOIO [PUMEHEHHs
KOMOMHAUMI apyHaBUp / PUTOHABUP WIU

JIOMMHABUP / PUTOHABHP, "
MpeanoiaraeTcs, 4YTo OHO TaKKe MOXKET
CHMIKATBCS noj BO3/IelCTBUEM

KOMOWHALMY aTa3aHaBUp / pUTOHABHUP.

Ipenapat UuTenenc® MoKHO NPUMEHATH B
KOMOMHALIMKU C JOJTyTEerpaBUPOM TOJIBKO B
cllyyae OJHOBPEMEHHOro MpPUMEHEHUs
KOMOMHAUMiT: arazaHaBUp / pPUTOHABHUP,
JapyHaBup / pUTOHABHP WM JIOTIUHABUD /
putoHaBup. Takue KOMOMHAMHU MOXHO
MCII0JIb30BaTh 0€3 KOppeKLHHU 103bI.




putoHaBup 50 mr
1 pa3 B cytku +
400 / 100 mr 2
pasa B CyTKH

(1,02-1,20)

Cmin 7 1,28 (1,13-1,45)
Cmax <> 1,07 (1,02-1,13)
OTpaBUpPUH

AUC <2

Chin !

Cmax<?

PanrterpaBup
400 mr 2 pasza B
CYTKH

PanrerpaBup

AUC | 0,90 (0,68-1,18)
Chmin | 0,66 (0,34-1,26)
Cmax | 0,89 (0,68-1,15)
OTpaBUpPUH

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

Ipenapar Wntenenc® wu  panrerpasup
MOTYT NPUMEHSATHCS 6e3 KOPPEeKLHH 103.

AHTHAPUTMUYECKHUE ITPEITAPATBI

JIMrokcuH Juroxcux IMpenapar Uutenenc® ¥ AMrOKCHH MOTYT
0,5 mr | AUC 1 1,18 (0,90-1,56) NpUMEHATbC  0e3  KOppeKUMH  J103.
OJJHOKPATHO Cmin H/O Pexomenayercs HaOno1aTh 3a
Cmax 7 1,19 (0,96-1,49) KOHLEHTpaLuei JIUTOKCHHA npu
OJTHOBPEMEHHOM NpUMEHEHUH c
npenapatom Uurenenc®.
AMHOIapOH B3aumozeiictBre He wu3ydanock. | TpeOyercs cobmoaarh OCTOPOKHOCTB; IO
Benpuaun [penmonaraercsi, 4TO Mpemnapar | MEpe  BO3MOKHOCTH  PEKOMEHJyeTCs
Juzonupamu g Uurenenc®  Oymer  cHWXKaTh | HaGMOAATH 3a KOHLEHTpaLUsIMU
dnexkanHug KOHLEHTpaLUH 9THX | AHTHAPUTMHMYECKMX  [pernapaTtoB  IpH
JlupokanH AQHTHAPUTMHUUYECKUX TPernapaToB B | COBMECTHOM IMPUMEHEHHH C IpenapaTom
(cucTeMHO) niasme. Wntenenc®.
Mekcunetus
[IponadeHoH
XUHUAMH
AHTUBUOTHUKHU
A3UTPOMHULIUH BzaumozeiictBue He wu3yudanock. | [lpenapar Mutenenc® W a3uTpOMULMH
VuuteiBas  MyTh  BBIBEJCHUS | MOTYT MPUMEHSATHCS 0€3 KOPPEKLHH 103.
AQ3UTPOMHLIMHA C IKeN4blo, He
npeanonaraeTcs JeKapCTBEHHBIX
B3aMMOJEHCTBUM MeXay
AQ3UTPOMULMHOM M IMpernapaToM
Unrenenc®.
Knaputpomuuun | Knapurpomuims KoHLeHTpalus KIapUTPOMHULIMHA B M1a3Me

500 mr 2 pa3za B
CYTKH

AUC | 0,61 (0,53-0,69)
Cmin | 0,47 (0,38-0,57)
Cmax | 0,66 (0,57-0,77)
14-FI/IADOKCH-KHaDHTDOMl/luHH
AUC 1 1,21 (1,05-1,39)
Cmin < 1,05 (0,90-1,22)
Cmax T 1,33 (1,13-1,56)
OTpaBHpHH

AUC 1 1,42 (1,34-1,50)
Cmin1 1,46 (1,36-1,58)
Crmax 1 1,46 (1,38-1,56)

CHMXKAJaCh noa BO3/elCTBUEM
3TpaBUpPUHA;  OJHAKO,  KOHILEHTpALKs
aKTUBHOTO Merabonuta, |4-ruppokcu-

KJIapuTpOMHIIMHA, Bo3pacTana. [lockonbky
14-ruApOKCH-KIAPUTPOMULIMH  00JagaeT
CHIIKEHHOM AKTHBHOCTBIO NPOTUB
Mycobacterium avium complex (MAC),
o0L1as akTHBHOCTb MIPOTUB 3TOTO MaToreHa
MOXET OBITh H3MEHEHa; ClIeI0BaTEeNbHO,
qis sedenuss MAC  HeoOxoaumo
pPaccMOTPETh aJIbTepHATUBHbBIE




|

| kapuTpOMHIEHY MpenapaThi.

AHTUKOATI'YJIAHTBI

Bapdapun

BzaumogzeiicTBre He H3y4anock.
[lpennonaraercs, 4ro mpenapar

WUurenenc®, O6yner noBblIaTh
KOHUEHTpauuo  BapdapuHa B
iasme.

[Tpu coBMecTHOM NpUMeHeHUH BaphapuHa
u npenapara Uurenenc® pekomenmyetcs
HabmoaaTh 3a MeX/1yHapOJHbIM
HopMasin3oBaHHbIM oTHoweHueM (MHO).

MNPOTUBOCYAOPOKHBIE CPEJACTBA

Kapbamazenun
®denobapOuTan
DeHUTOUH

B3anumopeiicTBHe He H3y4aloch.
[Ipennonaraercs, 4TO
kapbamasenuH, QeHobapOuTan u

(heHuTonH OynyT CHUXKATb
KOHUEHTpPALMIO d3TpaBUpHHA B
TJia3me.

KOM6[/IHauHﬂ HE PEKOMEHAYETCA.

IMNPOTUBOI'PUBKOBBIE CPEJICTBA

@Di1yKoHa301 dnykoHazon IMpenapar Untenenc® u ¢iykoHason Moryt
200 mr | AUC < 0,94 (0,88-1,01) MPUMEHSATHCS 0€3 KOPPEKLHUH [103.
OJIHOKPATHO Cmin < 0,91 (0,84-0,98)
yTpOM Crmax < 0,92 (0,85-1,00)

OTpaBUpPUH

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

Cmin T 2,09 (1,90-2,31)

Cmax 1 1,75 (1,60-1,91)
Wtpakonazon B3aumopeiictBue He wusyuanoch. | [Ipemapar Wntenenc® u 9TH
KetokoHazon [To3akoHazou, MOIIHBIA | MPOTHBOTPUOKOBBIE ~ CpPEeACTBA  MOTYT
[TozakoHazon unruourop CYP3A4, Moxer | npuMeHsTbCS 6e3 KOPPEeKLMH 103.

MOBBILIATH KOHILIEHTPALHIO

3TpaBUpUHA B niaasme.

WrpakoHa3on UM  KETOKOHA30J

SBJISIOTCS MOLLHBIMU

UHTHMOMTOpaMH, a TaKxe

cyOcTparamu, CYP3A4.

CoBmecTHOE CHCTEMHOE

NMpUMEHEeHHe HWTPaKoHa30/a WIH

KETOKOHa3071a M  [penapara

WUntenenc® MoXeT MOBBILIATH

KOHUEHTpAIMIO STpaBUpHHA B

miasme. B 1O ke  Bpems

KOHUEHTpALMs UTPAKOHA30Ja UIH

KETOKOHAa307a B IUIa3Me€ MOJXKET

CHMXAThCS MOJ BO3/EHCTBHEM

npenapara Untenenc®.
Bopukonazon Bopukonazon Ipenapar Murenenc® M  BOpUKOHA301

200 mr 2 pasa B
CYTKH

AUC 1 1,14 (0,88-1,47)
Cmin T 1,23 (0,87-1,75)

Cmax | 0,95 (0,75-1,21)
OTpaBUpPUH

AUC 1 1,36 (1,25-1,47)
Cmin T 1,52 (1,41-1,64)

Cmax 1 1,26 (1,16-1,38)

MOTYT MPUMEHSTHCS 0e3 KOppPeKLHH 103.

CPEACTBA VIS JIEYEHUSA MAJISAPUHA




C.20

Aptemerep /
noMedaHTpuH
80/ 480 mr, 6 103
yepes 0, 8, 24, 36,
48 u 60 yacos

Aptemerep

AUC | 0,62 (0,48-0,80)
Cmin | 0,82 (0,67-1,01)
Cmax | 0,72 (0,55-0,94)
JMruapoapTeMU3MHUH
AUC | 0,85 (0,75-0,97)
Chmin | 0,83 (0,71-0,97)
Cmax | 0,84 (0,71-0,99)
JlromedanTpux

AUC | 0,87 (0,77-0,98)
Cmin < 0,97 (0,83-1,15)
Cmax <> 1,07 (0,94-1,23)
OTpaBUpPHH

AUC < 1,10 (1,06-1,15)
Chmin <> 1,08 (1,04-1,14)
Cmax <> 1,11 (1,06-1,17)

[Ipx COBMECTHOM MpPUMEHEHHHU Tpenapara
Untenenc® u kombuHauuu apremerep /
aomedaHTpuH  TpeOyeTcs  TLIaTelbHOE
HaOmoieHe 3a OTBETOM Ha
MPOTUBOMAJIAPUITHY IO Tepariuio,
MOCKOJIBKY ~ 3HAYUTEJbHOE  CHH)KEHHE
KOHLEHTpAllMd  apTemMerepa M €ro
aKTHBHOTO MeTabounTa,
JMTHAPOAPTEMHU3UHUHA B MJ1a3Me, MOXKET
TMIPUBOUTH K CHH)KEHUIO
MPOTUBOMAJISIPUITHOM 3¢ EeKTUBHOCTH.
Koppekuuu 10361 npenapara Mnrenenc® ne
TpeOyercs.

MNPOTUBOTYBE

PKYJIE3HBIE ITPEITAPATDBI

Pudamnuuun
Pudanentun

BzaumozeiicTBie He H3y4alock.
Pudamnuumn u  pudaneHTHH
MOTYT CHHXAaTh KOHLEHTpAaLHIO
3TpaBHpHHA B MJ1a3Me.
Ipenapar Wnrenenc®
MPUMEHSTh B
OyCTHpPOBaHHBIM
npoTeassbl. CoBMmecTHOE
npuMeHeHue pudamnuUuHAa U
OyCTHpPOBAaHHBIX UHTHOUTOPOB
npoTeasbl MPOTHBOMOKA3aHO.

cnenyer
KOMOMHALUK  C
UHIHOUTOPOM

KomOuHauus He pexkoMeHayeTcs.

Pudabytun
300 mr 1 pas B
CYTKH

Hpu COBMECTHOM MNPHUMEHEHHUHU C

OyCTUpOBaHHBIM  MHTHOUTOPOM
npoTeassbl:

HccnenoBanue — JeKapcTBEHHBIX
B3aMMO/IeiicTBUI He
MPOBOAMIIOC. CornacHo
MUCTOPHYECKUM JIAHHBIM MOXKHO
0XKUIATD CHU)KEHUS
KOHLEHTPALMU  3TpPaBUpUHA B
miasMe, a TakXke TMOBBILICHHS
KOHUEeHTpauuu pudabyTHHa U

0COOEHHO 25-0-
ne3aueTuapudadyTiHa B ia3me.
Be3 cOBMECTHOro MpUMEHEHHs C
OyCTHpPOBaHHBIM  MHIHOMTOPOM
nporea3bl (4TO He  sBIAETCA
PEKOMEHI0BaHHBIM MOKa3aHUeM K
MPUMEHEHUIO 3TPABUPHHA):
PudabyTtin

AUC | 0,83 (0,75-0,94)

Cmin | 0,76 (0,66-0,87)

Ciax | 0,90 (0,78-1,03)

Kom6unauuio npenapata MWutenenc® ¢

OyCcTHPOBaHHBIM HHTHOUTOPOM MPOTEa3bl U
pucdabyTHHOM  cleayeT MNpPUMEHSATb C
OCTOPOKHOCTBIO, yUHTBHIBAS pHucK
CHMIKEHHsI KOHLEHTpAlMU STpaBUpUHA H
MOBBILIEHHs] KOHUEHTpauuu pudadyTuHa 1
25-O-ne3auetunpudabyTiHa B MiIa3Me.
PekomeH/yeTcs TiiarenabHOe HaONOeHUE
3a  BHPYCOJIOTHYECKMM  OTBETOM U
CBSI3aHHBIMH c pucdabyTuHom
HexenarelbHbIMH  peakuusMu. Cnenyer
M3Y4UTh HHGOpPMALHUIO O MNpPUMEHSIEMOM
OyCTUpPOBAaHHOM HWHIMOMTOpE MpOTeassl,
4TOOBI MPaBUIILHO CKOPPEKTHPOBATH 103y
pudadyTuna.
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25-O-ne3auerunapudadbyTun
AUC | 0,83 (0,74-0,92)
Chmin } 0,78 (0,70-0,87)
Cmax | 0,85 (0,72-1,00)
OTpaBUPUH

AUC | 0,63 (0,54-0,74)
Cmin | 0,65 (0,56-0,74)

Cmax | 0,63 (0,53-0,74)

BEH301UA3EIUHBI

Juazenam B3aumopeiictBue He usyuanoch. | Cieayer  paccMOTpeTb  albTepHATHBY
[Ipennonaraercsi, 4To 3TpaBUPHH | AUa3enamy.
OyZeT MoBbIIATH KOHLEHTPALHIO
JlMaszenama B I1a3Me.

FJIOKOKOPTHKOCTEPOUIbI

JlexcameTa3oH B3aumopeiictBue He u3ywasioch. | Jlekcamera3zoH (cucTteMHO) cienyer

(cucremHo) [Ipeanonaraercs, YTO | MPUMEHATh C  OCTOPOKHOCTBIO  WIIU
JeKcaMeTa3oH OyJIeT CHMXATh | pacCMOTPETh allbTEPHATUBHBIE TpenapaTsbl,
KOHUEHTPALMIO O3TpaBUpHHA B | 0COOEHHO /Uil ATUTENLHOTO NPUMEHEHHUS.

rnjasMme.

ICTPOT'EH-COAEPKAIINMUE KOHTPALIEIITUBHBIE ITPEITAPATBI

DTUHUIACTPANO
n

0,035 mr 1 pa3 B
CYTKH
Hopatunapon

1 mr 1 pa3 B cyTku

DTHHWIACTPAJAHO]
AUC 1 1,22 (1,13-1,31)
Cmin < 1,09 (1,01-1,18)
Cmax T 1,33 (1,21-1,46)
Hopatunapou

AUC «+ 0,95 (0,90-0,99)
Chmin | 0,78 (0,68-0,90)
Cmax <> 1,05 (0,98-1,12)
DTpaBUpHH

AUC & ?

Chin &2

Ciax < ?

KomOuHalus KOHTpaUENTUBOB Ha OCHOBE
3CTPOreHOB M / WM MporectepoHa U
npenapara Wnrtenenc® MOXKET
MPUMEHSATHCS 6€3 KOpPeKLHHU J103.

MPEMAPATHI MPAMOIO0 MPOTUBOBUPYCHOI'O JEUCTBUA JJA JEYEHHSA

I'EINNATUTA C

PuGaBupux BzaumoseiictBue He wu3yuanock, | Kom6unaums npenapara Wutenenc® wu
HO HEe O’KHJAETCs JIEKAPCTBEHHBIX | pUOABUpPUHA MOXET MpUMEHsAThCs 0Oe3
B3aHMO/IeHCTBHIA, YUYUTBIBAs | KOPPEKLUH J03.

MOYEYHBbIH  MyTb  BbIBEICHUS
pubaBHpHHA.

JlaknaracBup B3aumopeiictBue He usydanoch. | CoBMeCTHOe  MpUMEHEHHe  Ipernapara
[pu cosmecTHOM mnpumenennn | Mutenenc® u JlakaTacBupa He
npenapara Untenenc® M | peKOMEH/1yeTcs.

JlaKyiaTacBipa BO3MOKHO
CHIDKEHHE KOHIIEHTpaLUH
JlaKJIaTacBHpa.

Dnbacup / | B3aumopeiictBue He u3y4anoch. | CoBMecTHOE NpUMeHeHHe

rpa3onpeBup [Ipy coBMECTHOM TpPUMEHEHHH | MPOTHBOIOKA3aHO.
npenapata  Wntenenc® u
KOMOWHALUU an6acBup /

rpa3onpeBHp MOXKET CHHKATHCS
KOHLEHTpauus  snbacBupa U
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rpazonpeBHpa, NPUBO/IS K
CHIDKEHHIO UX TepareBTHYeCKOro

s dexTa.

PACTUTEJIBHBIE ITPEITAPATBI

[Ipenapartsl
3Bepo0ost

(Hypericum
perforatum)

B3aumopeiicTBie He H3y4aloCh.
[Npeanonaraercsi, 4To MpenapaTbl
3BepoOos OynyT CHIKATh
KOHLEHTPALMIO JTpaBUpUHA B
Tia3Mme.

KomOuHauus He peKoMeHayeTcs.

HNurun6uropsl 'MI'-KoA-penykrasbl

ATtopBacTaTuH
40 mr 1 pa3 B
CYTKHU

ATopBacTaTHH

AUC | 0,63 (0,58-0,68)
Cmin H/O

Cmax T 1,04 (0,84-1,30)
2-THJIPOKCH-aTOPBACTATUH
AUC 1 1,27 (1,19-1,36)
Cnmin H/0O

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

AUC « 1,02 (0,97-1,07)
Cmin <> 1,10 (1,02-1,19)
Cmax <> 0,97 (0,93-1,02)

Kom6unauus npenapata Mutenenc® u

aTopBacTaTHHA MOXKET MNPUMEHATHCA 0e3
KOPPEKUHUHU N03, HO MOXKET l'IOTpe6OBaTbC5I
HU3MECHCHHUE J03bI aTopBacTaTHHaA B
3aBUCHUMOCTH OT KJIMHHUYECKOIo OTBETA.

®dnyBacTaTuH
JloBacraTuH

[IpaBacraTun
Po3yBacratun
CuMBacTaTHH

B3aumopeiictBue He H3y4anoch.
He oxwunaercs B3aumopaencTBUi
Mex 1y npaBacTaTHHOM u
npenaparom Uutenenc®.
JloBacraTuH, po3yBacTaTUH H
CHUMBAaCTaTHH ABJIAIOTCS
cyocrpatamu CYP3A4, u npu
COBMECTHOM  TMPUMEHEHHH  C
npenaparom WUnrenenc®
KOHLIEHTPALHUS 3TUX HHTHOUTOPOB
['MI'-KoA-penykra3el B 1muia3me
MOXeT CHU3UTHCS. DiiyBacTaTHH U
po3yBacTaTHH METabOIU3UPYIOTCS
CYP2CY9 wu nmnpu COBMECTHOM
NPUMEHeHWH  C  [penapaTroMm
Wntenenc® KOHLEHTpaLus
yKa3aHHbIX WHruoutopo ['MI -
KoA-penykrassl B asMe MOXET
MIOBBICHTHCSI.

MosxeTr notpeboBaTbCs KOppeKUHs 103
yka3aHHbIX ~ WHrHOuTOopoB  ['MI-KoA-
peayKTasbl.

BJIOKATOPBI H>-IT'NCTAMUWHOBBIX PEIIEIITOPOB

Panutugun
150 mr 2 pasa B
CYTKH

DTpaBUpPUH

AUC | 0,86 (0,76-0,97)
Cmm H/0

Cmax | 0,94 (0,75-1,17)

MOKET
Ho»-
0e3

[Tpenapat Wntenenc®
MPUMEHATbC ¢ OJIoKaTopaMu
THCTaMHUHOBBIX peLenTopos
KOPPEKLHH J103.

HUMMYHOJEIIPECCAHTBI

Lluknocrnopux B3aumoseiictBue He u3ydanoch. | Cinenyer cobar0aare OCTOPOXKHOCTh IIPH
Cuponumyc [Ipeanonaraercs, 4TO 3TPaBUPUH | COBMECTHOM MPUMEHEHHH C CHCTEMHBIMH
Takponumyc OyJeT CHWXKaThb KOHLEHTPALUH | UMMYHOCYTIPECCAHTAMH, T.K. npu

HUKJIOCIIOpHUHA, CHpPOJIMMYCa H

COBMECTHOM IPUMEHEHHHU C IperapaTtom
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TaKpoJMMyca B I1a3me. WUntenenc® BO3MOXHO M3MEHEHHe
KOHLEHTpalHUii LMKJIOCTIOPHHA,
CHpOJIMMYCa U TAKPOJIUMYCa B IIa3Me.

HAPKOTHYECKHUE AHAJIBI'ETUKH

Meranon B | R(-) MmeTagon [lo naHHBIM KIMHUYECKOrO CcTaTyca, BO
uHauBuayansHoit | AUC < 1,06 (0,99-1,13) BpEMs U [10CJIE COBMECTHOIO IPUMEHEHHS C
J03e, Cmin < 1,10 (1,02-1,19) npenapaTom Untenenc®, u3MeHeHue 1036l
Bapbupyoweid ot | Cmax <> 1,02 (0,96-1,09) MeTaZioHa He TpeOoBaoCh.

60 mr g0 130 mr 1 | S(+) MeTazioH

pa3 B CyTKH. AUC « 0,89 (0,82-0,96)

Cumin <> 0,89 (0,81-0,98)
Cumax < 0,89 (0,83-0,97

DTpaBUpUH

AUC &2

Chine>?

Cmax <>*?
HUHI'MBUTOPBI ®OCP®OJANUICTEPA3LI TUIIA 5§ (®II-5)
Cungenagun CunzeHadun [Tpu COBMECTHOM NPUMEHEHUH
50 mr | AUC | 0,43 (0,36-0,51) uHruoutopos  DJD-5 wu  mnpenapara
OJTHOKPATHO Cin H/0 Wntenenc® w1 nosyveHus IKenaeMoro
Tananadun Crmax | 0,55 (0,40-0,75) KJIMHAYECKOTro s dexta MOXeT
Bapaenadun N-gecmeruncunaeHadun notpeboBaThCs KOpPpeKLHUs JI03bI

AUC | 0,59 (0,52-0,68) uHruéuropa ®/12-5.

Cmin H/O

Cmax | 0,75 (0,59-0,96)
AHTHUATPETAHTBI
Knonunorpen [To naHHBIM in vitro, 3TpaBHpHH | B KkauecTBe Mepbl MPeIOCTOPOKHOCTH

uaruoupyer CYP2C19. Takum | COBMECTHOE TpUMEHEHHE JTpaBUpPHHA U
o0pa3oMm,  3TpaBUpPUH  MOXET | KJIOMUAOrpesa He peKOMEHIyeTcs.

MHrUOUpoBaTh  TpaHC(OpPMaLHIO
KJIOMUAOrpena B €ro aKTUBHBIN
metabonut, uaruoupys CYP2C19
in vivo. KnuHuveckas 3Ha4UUMOCTb
JAHHOTO ~ B3aUMOJEHCTBHS  He

MPOJEMOHCTPUPOBAHA.

WHTMBUTOPBI IPOTOHHOM ITOMIIBI

Owmernpazon DTpaBUpHH IMpenapar UuTenenc® MokeT NPUMEHATLCS
40 mr 1 pa3 B|AUC1T 1,41 (1,22-1,62) C UHrUOMTOpaMM TPOTOHHOH Mommbl Ge3
CYTKH Cmin H/0O KOPPEKLHHU J103.

Cuax 1 1,17 (0,96-1,43)

CEJIEKTUBHBIE HHTUBUTOPBI OGPATHOI'O 3AXBATA CEPOTOHHHA (CHO3C)

naPOKCGTHH naQOKCETI/lH HpenapaT I/IHTeﬂeHC® MOXET MPUMEHATBCA

20 mr 1 pa3 B | AUC < 1,03 (0,90-1,18) C MapOKCETMHOM 0e3 KOPPEKLHH J03.
CYTKH Cumin | 0,87 (0,75-1,02)
Crax < 1,06 (0,95-1,20)
OtpaBupuH

AUC < 1,01 (0,93-1,10)
Cmin < 1,07 (0,98-1,17)
Ciax <> 1,05 (0,96-1,15)

& CpaBHCHI/IC OCHOBAHO Ha JaHHBIX HCTOPHUYCCKOI'O KOHTPOJIA.
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®  HccnenoBanue MPOBOAMIOCH C INPUMEHEHHEM TeHO(pOBHpA IM30MPOKCHIA

¢dbymapara 300 mr 1 pa3 B cyTKH.
[Ipumevanue: B HCCIEIOBAHUSAX JIEKAPCTBEHHBIX B3aMMOJEHCTBHUH HCIIOIb30BAIUCH
pa3MyHbIe JeKapCTBEHHbIE (OPMBI W/WIK O3Bl ITPABUPHHA, KOTOPBIE IPUBOIMINA K
OJIMHAKOBOW KOHIEHTpAIlUU STPAaBUpPUHA B IUIa3Me U, CJI€JOBATENIbHO, B3aUMO/IEHCTBHUS,
pelieBaHTHBIE /ISl OHOM JeKapCTBEHHOW ()OPMBI, peIeBaHTHBI JUIsl JPYTHUX.
emu
HccnenoBanust B3auMO/I€HCTBUI IPOBOAUINCE TOJBKO Y B3POCIIbIX.

Oco0Oble yka3zaHus

HecmoTpss Ha monydyeHHOe MOATBepkAeHUE SPPEKTUBHOTO IOJABJICHUS BUPYCHOM
nHpekiun mpu nposeaenun APT, 4To cyliecTBeHHO CHIXKAaeT pUCK IepeJaun HH}eKun
TIOJIOBBIM ITyTEM, OCTAaTOYHBIN PHUCK HE MOXKET OBITh UCKIIOUEeH. Bo n3dexanue nepenadu
MHQPEKIUN TOJOBBIM IIyTEM CIEeAyeT HPHUHATH Mepbl MPEAOCTOPOKHOCTU COIJIACHO
HaIlMOHAJIHBIM PYKOBO/ICTBaM.

IIpenapar Uurenenc® ciemyeT ONTUMANbHO IPUMEHATH B KOMOMHAUMH C JPYyTHMH
AHTUPETPOBUPYCHBIMU TIpenaparam, 00JaJalolMMU  aKTUBHOCTBIO B  OTHOILUEHHH
KOHKPETHOTO THIa BUpPyca, UMeolerocs: y nauuenta. CHUKEHHE BHPYCOJIOrHYECKOro
OTBETa HA TEpaNUI0 ATPABUPUHOM OTMedYanoch y mnanueHtoB ¢ BUY-undexuuei,
BBI3BAHHOM IITAMMaMH, MUMEIOUIMMH OJHOBPEMEHHO 3 M Oosiee MyTalMid U3 HUXKE
nepeuriciennsix: V90I, A98G, L100I, K101E/P, V106I, V179D/F, Y181C/I/'V un
G190A/S. 3akitoueHre 0 3HAYUMOCTH OTACIBHBIX MyTallMil WM COYETaHWH MyTaluii
JOJDKHO JIeNaThCsl C YYeTOM JOMOJHUTEIBHBIX JaHHBIX: peKOMEHAyeTcss 00pamarbest K
aKTyaJIbHbIM COBPEMEHHBIM CHCTEMaM MHTEPIpEeTaly ISl OUEHKU pe3yJIbTaTOB TecTa
Ha pe3UCTEHTHOCTD.

[Ipu mpumeHeHMM STpaBUpUHA B KOMOMHALMHK C PAITErpaBUPOM HIIM MapaBHUPOKOM
Kakue-1uO0 JaHHbIe, BBIXOASAILIME 3a PAMKU JI@HHBIX O B3aMMOJACHCTBHAX MEKIY
JIeKapCTBEHHBIMU CPEJICTBAMH, OTCYTCTBYIOT.

Peakiiuu co cTOPOHBI KOKHU TSHKEJIOW CTENEeHU U PEaKIUU THIIePYYBCTBUTEILHOCTH

[Ipn npuMeHeHUn 3TpaBUPUHA OTMEYAIUCH TSOKEbIE MOO0YHbIE 3(P(PEKTH CO CTOPOHBI
KOXU. B KIMHMYECKUX HCCIIEIOBAaHHUSIX OTMEYAINCh peJKHE COOOIIEHHsS O CIydasx
BO3HUKHOBeHHs: cuHIpoma CtuBeHca-/[koHcoHa u  MyIbTU(GOPMHON SpUTEMBl (C
yacroroir <0,1%). Ilpu pa3BuTumM TSOKENBIX peakUuil CO CTOPOHBI KOXH TEparuio
npenaparom Murtenenc® ciemxyer OTMEHUTS.

Knunudeckue JaHHbIE OrpaHUYEHbI, HENb3sl MCKIKOYAaTh YBEIMYECHUE PUCKA Pa3BUTHUSA
peakiuii CO CTOPOHBI KOXKH Y TTAIIMEHTOB ¢ KOKHBIMU peakuusiMu, cBsizanHbivu ¢ HHUOT,
B aHamHe3se. CreyeT co0M01aTh OCTOPOKHOCTD Y MALMEHTOB € PEAKIMSMU CO CTOPOHBI
koxu rpu npumenenun HHUOT B anamHe3se, B 0OCOOGHHOCTH €CJIM 9TH PEAKLIMU HOCHIIHU
TSOKENBIN Xapakrep.

[Ipy  npuMeHeHMHM  3TpaBUpPHMHA  OTMEYAIUCh  Cllydad  TSOKEIBIX — peakuuil
rurep4YyBCTBUTENbHOCTH, BKioyas DRESS-cunapom  (1exapcTBeHHass Chlllb  C
703MHOMUIMEH W CUCTEMHOW CHUMIITOMATUKOH) M TOKCHYECKUH SIUAepMabHBIA
HEKpOJIU3, B HEKOTOPBIX CiIydasXx — co cMmepreibHbMH ucxoaamu. DRESS-cunapom
XapaKTepU3yeTCsl ChINbIO, JUXOPAJAKON, 203MHO(PUINEH U CUCTEMHBIMHU IPOSBICHUAMH
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(BKJIFOYAsi, HO HE OrpaHHUYMBAsICh: TSDKENAs ChINb, JUOO ChHINb C JMXOPAAKOH, obuiee
HEJIOMOTaHHe, YTOMIIIEMOCTh, 00JIb B MBIIIIAX MM CyCTaBax, OyJIE3HBIE MOPAXKEHUS,
oYyard MOpPaKeHUsI POTOBOM IMOJIOCTH, KOHBIOHKTHBHUT, IeraTUT M 303uHO(uns). Kak
MPaBHIIO, OH Pa3BUBAETCS MPUMEPHO Yepe3 3-6 Hellelb, a UCXO/ B OOJIBIIMHCTBE CIIy4YaeB
HOCUT OJIAarOMPUSATHBIA XapakTep MpU YCIOBUM OTMEHBI JIEYEHHMs M Hadvajla Tepanuu
KopTHKOCTepouaMu. IlanmeHToB ciegyer MNpouH(OPMHUPOBATH O HEOOXOAUMOCTH
oOpalieHus 3a MeIMIIMHCKOM MOMOIIBIO B CIy4ae pa3sBUTUS TSHKEION CHIM UM PEaKIUii
THIIEPUYYBCTBUTEIBHOCTH. [Ipu narnocTuke peakiuii runepuyBCTBUTEIBHOCTH BO BPEMs
Tepanuu npenaparom MuTenenc® HeoOX0AMMO HeMeJIEHHO €& OTMEHHTb.
3ajep:xka B oTMeHe npenapara Murenenc® mocie BbISBICHHs CBINU TSDKEIOH CTENEHH
MOJKET BbI3BaTh PEAKIIUIO, YTPOKAIOILYO JKU3HH MallUEHTA.
[laruenTtam, NpekpaTUBIIMM Tepanuio npenaparom HuTenenc® B cBA3U ¢ peakuusiMu
TUIIEPYYBCTBUTEIHLHOCTH, BO30OHOBIIATE €€ HE ClIe/yeT.
Chlrib
[Ipu mpuMeHeHWH STpaBHpPHHA OINMMCAHBI CIy4ad BO3HUKHOBEHHMs ChIIM. Yaine Bcero
KOJKHAsI ChINb OBIBAET JIETKOW MJIM YMEPEHHO BBIPQKEHHOW, BOSHUKAET Ha BTOPOM HeJele
Teparuu 1 peKko Habmopaercs nocie 4-i Hepenu. B OonplMHCTBE Ciiy4yaeB Takas ChlIlb
He TpeOyeT CHEeNHaIbHOrO JICUeHUS] W OOBIMHO Hcue3aeT uyepe3 1-2 Heaenu Ha Qone
Nnpojo/DKaroerocss edenus. Ilpu HasHayenuu mnpenapara Wurenenc® skeHImHAM
clielyeT MOMHHUTB O 00Jiee BBICOKOW 4acTOTe pa3BUTHUS CBIIIU Y JKEHILHUH.

eTu
Jlnst 1eteit, KOTOpbIEe HE MOTYT MPOTJIOTUTH TAOJNETKH LETUKOM, TaOlIeTKH MOTyT OBbITh
pPacTBOPEHBI B )KUIKOCTH. Takyro BO3MOXKHOCTH CIelyeT pacCMaTpuBaTh TOJIBKO B TOM
ciy4ae, ecid peOEHOK CKopee BCEero CMOXXET MpPUHATH TMOJHYI0 103y TaOJeToK,
PacTBOPEHHBIX B XUIKOCTH. BaXXHOCTH MpreMa MmoJHON JI03bl JODKHA ObITh 0003Ha4YeHa
KaK Juis peOeHKa, Tak W JUIS JIMIA, OCYLIECTBISIOUIEr0 32 HUM yXOJ], YTOObI U30ekKaTh
CIIMIIKOM HHU3KOM SKCIO3MIMK W CHIKEHHUS BHUPYCOJOIMYECKOoro orBera. B ciyuae
COMHEHHS B TOM, YTO peOEHOK MpUMET MOJHYK 03y TabJIeTOK, pacTBOPEHHBIX B
KHJIKOCTH, CJIelyeT pacCMOTPETh TePaIUIO APYTUM aHTUPETPOBUPYCHBIM IIPENapaToM.
[Toxuble malyueHThl
OnwIT npuMeHeHus npenapara Matenenc® y noxuisix nanuentos orpanmdet: B 111 dase
KJIMHUYECKUX UCCIIeIOBaHUH 6 MaIMeHTOB B BO3pacTe 65 JieT WM crapiie, U 53 nauuesTa
B BO3pacTe 56-64 JeT moiy4aad Tepanuio ATPaBUPUHOM. THII M yacToTa MOOOYHBIX
5¢}eKTOB y MaMEHTOB cTapiie 55 jeT ObUTM CX0XKH C TEMH, YTO HAOIIOAAIUCh y Oosee
MOJIO/IBIX MAIlUEHTOB.
bepemeHHOCTB
VuuThIBas IMOBBIIIEHHE SKCIO3MIMM BO BpeMsi OepeMEeHHOCTH, CIeIyeT COOJIoAaTh
OCTOPOXHOCTH TPH Ha3HAYeHWH mpernapara OepeMeHHbIM, KOTOPbIM Tpedyercs
COMYTCTBYIOLIAst  JIeKApCTBEHHasi  Tepamust JUOO  MMEIOIMM  COIyTCTBYIOIIME
3a00JIeBaHus, B CBSI3M C KOTOPHIMH MO)KET HAOJIIOAAThCs JONOIHUTENBHOE IMOBBILIEHUE
HKCMO3UIMH STPaBUPUHA.
[TarueHTsl ¢ CONyTCTBYIOMUMH 3a001€BaHUSAMU
Hapywenue ¢pynkyuu nevenu
DTpaBUpPHH B OCHOBHOM METa0OJM3MPYETCS U BBIBOJAMTCS MEUYEHBIO, a TakKe o0iajaer




C.26

BBICOKOH CTEIEHBbIO CBA3bIBAHMSA ¢ OelKaMH IUIa3Mbl KpoBH. Bo3MoxHBI 3((eKTsl B
OTHOILIEHUH DKCIIO3MI[MH HECBA3AHHOTO Tpernapara (4To He U3y4eHO) U, TAKUM 00pa3oM,
cleayer coOroaaTh OCTOPOKHOCTh y TMAIMEHTOB C HapylleHHeM (QYyHKIMH IeYEeHH
cpenHeit cremenu TsbkecTd. [lpumeHeHHe >TpaBHMpUHA HE M3y4aloCh y MAlMEHTOB C
TSOKENTBIM HapymenreM (yHkimu nedenu (kiaacce C no mkane Yaing-I1ero0), B cBA3u ¢ ueM
Ha3HAYeHHe perapara nalnueHTaM ¢ TSOKENBIM HapyleHneM QyHkuuu nedenu (kiaace C
no mkase Yaitna-ITe0) nporuBonokasaHo (cM. paszaen «lIpotuBonokasanus»).
Iayuenmol, 00HOBpeMeHHO UHDUYUPOBaHHbIE 8UpycoMm 2enamuma B uiu eupycom
eenamuma C

Crexyer coOrofaTh OCTOPOKHOCTH MHPH TNpUMeHeHHMH mpenapara Wurenenc® y
HalMeHTOB, OJHOBPEMEHHO HH(QUIIMPOBAHHBIX BUPYCOM renarura B uiam BUpycom
rernatuta C, B CBS3U C OTPAaHUYCHHBIMU JAHHBIMH 110 IPUMEHEHUIO STPABUPHHA Y JAHHOK
IpyNIbl MaueHToB. Henp3s MCKIIOYUTH MOTEHUHAIBHYI0 BO3MOXKHOCTH YBEJIUYCHHS
pHCKa MOBBIICHUS! aKTUBHOCTHU TEYEHOYHBIX (JepMEHTOB.

Macca Tena u metaboJndecKue oKa3areau

[Ipu poBeIeHUU AaHTHPETPOBUPYCHOM Teparnuy MOKeT HaOJII0AaThCsl YBEIMUEHHE MACChI
TeJla ¥ KOHIEHTPAIMHU JIMITUIOB M IIIOKO3bI B IJIa3Me KPOBU. JlaHHbBIE U3MEHEHHs MOTYT
OBITH OTYACTH CBSI3aHBI C KOHTpoJieM 3abosieBaHHMsl U 00pa3oM KU3HU. B HEKOTOpBIX
cirydasx ObLIO MOIYyYeHO MOATBEP)K/ACHUE BIMSHUS TePAIIUU Ha KOHIEHTPALMIO JTUITH/IOB,
B TO BpeMs KaK J0Ka3aTelbCTBA CBSA3UM MEXKAY TNPUMEHEHHEM KaKoro-iubo
OIpe/IeJICHHOr 0 IIpernapara U yBeJIMueHHEeM Macchl Tejla OTCYTCTBYIOT. [{jis MOHMTOpHHTa
KOHIIEHTpAllMi JIMIUAOB M TJIOKO3bI B IUIa3Me€ KPOBH PEKOMEHIYETCS HCIO0JIb30BaTh
yTBEepIKIeHHBbIE pyKoBoIcTBa o Tepanun BUY. Hapymenus munuaHoro ooMena cieayer
JICYUTh KJIMHUYECKU MOAXO/ISAIIUM CIIOCOOOM.

CHHIPOM BOCCTaHOBJICHUS UMMYHUTETA

YV BUY-uHGUIHMPOBAHHBIX MAIIMEHTOB C TSDKEJIBIM UMMYHOA€(ULIUTOM BO BpeMs Hadaia
KOMOWHHPOBAHHOW aHTUPETPOBHPYCHOW TepamMu MOXET BO3HUKHYTH BOCIIAIMTEIbHAsA
peaxis Ha 6eCCMMITOMHBIC WM JIATEHTHBIE ONIOPTYHUCTUYECKUE UHDEKIMU, KOTOpast
MOJKET MPOSIBJIATHCS YXYIIIEHUEM KIMHUYECKOrO COCTOSHUS U YCUICHHEM UMEIOLIMXCS
cuMnToMoB. OOBIYHO TaKKUe peakluy HaOII0AAt0TCsl B IIEPBBIE HEEIU NI MECSIIBI IIOCIIE
Havaja KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOI Tepanuu. B kayecTBe npuMepoB MOKHO
MPUBECTH I[MTOMETAJOBHPYCHBIH PETHHUT, TI'EHEPAJIN30BAaHHBIC H/MIM  O4YaroBble
MHKOOaKTepHaibHble WH(EKIMU U THEBMOHHUIO, BBI3BAHHYIO Pneumocystis jirovecii.
[TosiBeHue HOOBIX CHMIITOMOB BOCHaTeHHs TpeOyeT HeMeIJeHHOro o0cieloBaHus H,
IpU HeOOXOMMOCTH, JiedeHus. FiMetoTcst cooOLeHns: 0 BOSHUKHOBEHUH ay TOMMMYHHBIX
3aboneBanuii (Takux Kak Oosie3Hb ['peiiBca W ayTOMMMYHHBIH TIematut) Ha (QoHe
BOCCTaHOBJIEHUST MMMyHHTeTa. CpOK BO3HMKHOBEHMS JAHHBIX 3a00JE€BaHMH IIMPOKO
BapbupyeTcs; 3a00JIeBaHUs MOTYT HA4aThCsl YEPE3 MHOIO MECHIIEB I10CIIE Havalla JI€YCHHUS.
OcTeoHeKpo3

XOTs THOJIOTHS OCTEOHEKpO3a SBJISETCS MHOrO()aKTOpHOMU (IIOSBIEHUE OCTEOHEKPO3a
MOXeT OBITh BBI3BAHO B TOM YHCJIE TMPUMEHEHUEM TIIFOKOKOPTUKOCTEPOH/IOB,
yIoTpeOJIeHueM aJKOroJisi, CHJIBHOM MMMYHOCYIIPECCHEH, BHICOKMM HHIEKCOM MAacChl
TeNa), UMEIOTCS COOOIIEHHS O CIydasX OCTEOHEKpO3a OCOOEHHO y MalUeHTOB C
npoaBuHyTo cragueit BUY-undexuun n/mim 00IbHBIX, HAXOAAIMXCS HA JUIMTEILHON
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KOMOMHHMPOBAHHOW aHTHPETPOBUPYCHON Tepanuu. [lanmenram ciexyer peKOMEH10BaTh
00paTUThCS K Bpayy, €CJId OHHM UCIIBITHIBAIOT 00U B CycTaBax UK 00JIeBOE OrpaHUYEHUE
B JIBMOKCHUSIX.

B3aumMo/eiicTBUS ¢ IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAMU

O/IHOBpEeMEHHBI TpueM STpaBUpUHA U KOMOMHALMK THUIPAHABUD/PUTOHABUP HE
PEKOMEH/TyeTcsl M3-3a 3HAYUTENIbHOr0 (hapMaKOKMHETHYEeCKOro B3aumopencTus (76%
CHW)KEHHME TUIOMIAAM MOJ KpUBOH «koHUeHTpauus-Bpems» (AUC) srpaBupuHa), 4TO
MOJKET CYIIECTBEHHO M3MEHUTh BUPYCOJOTMYECKHIl OTBET Ha TEpaluiO STPABUPUHOM.
O/IHOBpeMEHHBIH MpueM 3TpaBHpUHA C JaKJIaTaCBUPOM, aTazaHaBHMPOM/KOOMIIMCTATOM
WM IapyHaBUPOM/KOOUILIUCTATOM HE PEKOMEH Ty eTCsl.

Buiusinue Ha cOCcOOHOCTH YNPaBJSTH TPAHCIHOPTHBIMHU CPeCTBAMH, MeXaHU3MAMHU
Ipenapar UnTenenc® okasbiBaeT MHHHMAIBHOE BIMSHHE HA CIIOCOOHOCTH YIIPaBJIATH
TPaHCIIOPTHBIMU CPEJICTBAMH W paboTarh ¢ MexaHu3Mamu. McciemoBaHuil BIUSHUS
npenapara Mutenenc® Ha cnocoOHOCTH YIPaBJIATH TPAHCIOPTHBIMH CPEACTBAMH H
paboTarth ¢ MeXaHHM3MaMH He MNpPOBOAMIOCH. HekenarenbHble peakiMu, TaKhe Kak
COHJIMBOCTh M T'OJIOBOKPY’KEHHE, O KOTOPBIX COOOIIAIOCH Y MAllMeHTOB, MPUMEHSIBIINX
ATPABUPHUH, JTOJKHBI OBITH MPUHSATHI BO BHUMAHKE TPH OLIEHKE CIIOCOOHOCTH MallMeHTa
YNPaBISITh TPAHCIOPTHBIMH CPEACTBAMU M PadOTATh C MEXaHU3MaMHU.

®opma BbINycKa

Tabnerku, 200 mr.

[To 60 Tabnerox B Oenble (IakOHBI U3 MOJMITHIIEHA BBICOKOW IIOTHOCTH, 3aKpBIThIE
AJFOMUHUEBON IUICHKOM, IMOJIMIIPONIMIIEHOBON KPBILIKOH, 3alUIIAIONIENd OT CIy4ailHOIro
OTKPBIBaHMS J1€TbMH; (PIAKOH COJAEPKUT MEUIOYKH C OCYIIUTENleM (CHUIMKareieM) U3
pacueta 3 memouka 1o 2 r Ha 60 TalieTok.

OnuH (QrakoH ¢ MHCTPYKIMEH 0 MeIUIIMHCKOMY IPUMEHEHHUIO B KapTOHHYIO navky. Ha
KapTOHHOM Mayke JOMOJHUTEIBHO MOXXET HAaHOCHTHCS KOHTPOJb IEPBOrO BCKPHITUS B
BU/IE HaKJIeeK (110 OJHOM € 2-X CTOPOH KApTOHHOMW MaYyKH).

Yci0BUsI XpaHeHUS

[Ipu Temneparype He Bbite 30 °C.

XpaHUTh MpenapaT B OpUrHHATBHOM yI1akoBKe. XpaHUTh ()JIaKOH XOPOIIO YKYITOPEHHBIM
s 3am|Tel oT Biard. He BbIOpachiBaTh MAaKeTUKU C OCYLIUTENEM. XpaHUTh B
HEJIOCTYITHOM JUIs JIETEH MecTe.

Cpok roaHocT
2 roga. He npuMeHSTh mOcie UCTEUEHUS CPOKA TOTHOCTH.

YcaoBusi oTnycka
OTmyckaroT no peuenry.

IIpousBoauTeb:
Ilpouseoocmeo, nepeuunan ynakoeka:



SAnccen-Cunar C.iL.A.

Daxmuyeckuii adpec Npouz8o0Cmea.

yi1. C. Succen, 04100 bopro C. Muxkene, Jlatuna, Utanust
FOpuouueckuit adopec npouseoocmea:

yi1. M. byonappotu 23, 20093 Konoubo-Monuese, Munan, Utanus

Bmopuunaa ynakoeka u evinyckaroujuit KOHmMpo.ib

Aunccen-Cunar C.i.A.

Daxmuyeckuii aopec Npou38o0Cmaa:

yi. C. Succen, 04100 bopro C. Mukene, Jlatuna, Utanus

FOpuouueckuii adpec npouzsoocmea:

yi1. M. byonapporu 23, 20093 Kosnonso-Monuese, Munan, Utanus

WIN

OAO «®Papmcranaapt-yY paBUTA»

450077, Poccus, Pecniy6nuka bamkoprocran, r. Yoa, yn. Xyunaibepauna, 1. 28
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Baanenen PErUCTPaAlMOHHOI0 YAOCTOBEpPEHHUSsI, OpraHu3anus, IMIpHHUMalOLIas

NpeTeH3uM NMoTpeduTe N en:

000 «/Ixoucon & Jhxoncon», Poccus, 121614, r. Mocksa, yi. Kpeutarckas, 1. 17, kopri.

2

KonrtaktHble TenedOHbI:
Ten.: (495) 755-83-57
®axc: (495) 755-83-58

000 «JIxoHcoH & JIXKOHCOHY




