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HapyHaBup-T/

NMone3sHble CCbIJIKU:

LleHa B AiHpnekce [op3gpaB Cronunyku Anpenb
[ocpeecTp Bukunepwus
PJIC VIDAL Mail.Ru Drugs.com?*"

dopmMa BbiNnycKa:
PopmMa BbiycKa, onucaHne U cocras

TabsieTku, NOKpbITbIEe NJ1I€HOYHON 060/7104KOM OPaAHXXEBOrO LIBETA, OBaJIbHbIE, ABOSIKOBLINYKJIbIE, HA NOMEpeYyHoOM pa3pese
BUAHbI ABa csos. Aapo TabneTkn 6enoro nav no4tu 6enoro LBeTa.

1 Tab.
InapyHaBupa 3TaHoNaT 650.46 Mr
HTO COOTBETCTBYET COAEPXKAHUIO fapyHaBupa 600 Mr

BcnomMoraTesbHble BellecTBa: LesUlina03a MUKpoKpucTananyeckas - 465.54 mr, KpocnosuaoH - 60 Mr, KpeMHNA OUOKCUA
KOJUIOUAHbIN - 12 Mr, MarHus cteapatT - 12 mr.

CocTtaB naeHo4YHou oboso4km: Onagpan Il 85F13962 (opaH>keBbI) [MONMBMHUAOBLIN CNUPT - 40%, TuTaHa anokcng - 19.5%,
Makporon - 20.2%, Tanbk - 14.8%, anloMUHNEBBLIA 1aK Ha OCHOBE KpacuUTeNsa Co/THeYHOro 3akaTa »entoro (E110) - 5.5%] - 48
Mr

60 wT. - 6aHKM NnacTmkoBsble (1) - Na4YKM KapTOHHbIE.

dapMaKkosiormieckme cBomMcTaa:

dapMakognHaMuKa

MpoTnBOBUPYCHOE CPEACTBO, UHIMbMTOP nNpoTeassbl BUY 1 Tuna (BNY-1). JapyHaBup ABASETCA UHIMOMTOPOM AnMepusaLnm u
KaTaJIMTUYEeCKOM akTMBHOCTU npoTeasbl BUY-1. N3bnpaTenbHo MHrmbnpyeT pacuwiensenme nonmnpotenHos Gag-Pol BUY B

MHPULMPOBAHHLIX BUpYyCaMu KieTKax, npegoTepallas O6pa3OBaHVIe MOJIHOUEHHbIX BUPYCHbIX YaCTUL.

[apyHaBup NpoyHO CBA3bIBaeTCA cnpoTeason BUY-1 (Kp 4.5 x 101%Mm). [apyHaBuMp yCTONYUB K MyTaL MM, Bbi3blBalOLLUM
PE3UCTEHTHOCTb K UHIrMbUTOpam npoTeassbl.

[apyHaBup He MHrMbnpyeT HU 0AHY M3 13 ncciefoBaHHbIX KNEeTO4YHbIX MpoTeas YesioBeka.
dDapMaKOKMHETUKa

dapMakKoOKNMHETNYECKME CBONCTBA AapyHaBMpa, NPpUMEHABLLErocs B KOMBMHaLUM C pUTOHAaBUPOM, U3ydaan Y 340POBbIX
nobposonbues 1y BUY-MHOULMPOBaHHBLIX NaLMEHTOB.

KoHueHTpauun gapyHaBupa B naasme 6biim Bbille Yy MauneHToB, NHpUUMpoBaHHbIX BUY-1, 4em y 300poBbIX nogen. 3To
pa3nmyne MoXHO 06bACHUTbL 6os1ee BbICOKMMN KOHLEHTPaLMAMM 0-KUCJIOr0 TIMKOMNPOTENHA Y NaLMeHTOB,
MHPMLUMpPOBaHHbIX BNY-1. BcnepcTBure 3Toro 60nblumne KonmyecTBa AapyHaBupa CBSA3bIBAOTCS C A-KUCbIM MIMKONPOTENHOM
naasmeol.
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[apyHaBup NHTEHCUBHO MeTabonn3mpyeTcs B Ne4eHn B OCHOBHOM n3odepmeHTamm CYP3A. PuToHaBmup nHrnbupyet
n3ogepmeHTbl CYP3A B NeYeHn 1, TeM CaMbIM, CYLLLECTBEHHO MOBbILLAET KOHLLeHTPaLnIo apyHaBmpa B nia3me.

Mocne nprvema BHYTpb AapyHasup 6bicTpo abcopbupyetcs ns XKKT. C,x AapyHaBupa B naa3me B NPUCYTCTBUM HU3KOW [03bI
pUTOHaBMpa gocTuraeTcsa Yepes 2.5-4.0 4. AbconoTHaa BUOLOCTYNHOCTL AapyHaBMpa Npyu NpuemMe BHYTpPb B OAHOKPaTHOMN
no3se 600 mr coctaBmna okono 37% n ysennymsanacb npumepHo Ao 82% B NpucyTCTBUM puToHaBmpa (100 mr 2 pasa/cyT).
ObLwmnn hapMakoKMHETMHECKUN 3 DEKT PUTOHaBMPa COCTOAN B MPUMEPHO 14-KpaTHOM YBESIMYEHUN KOHLLEHTpauum
JapyHaBupa B nja3Me rnocsie 04HOro npuema BHyTpb 600 Mr napyHaBupa B KOM6MHauUum ¢ putoHasupom (100 mr 2
pa3a/cyT). Mpn Nnpueme HaToLWakK oTHoCUTeNbHasa GMOAOCTYNHOCTL AapyHaBMpa B NPUCYTCTBMM HU3KOW A03bl PUTOHABMpPa
6b1na Ha 30% HWXXe, 4eM Npu Nprveme BO BpeMs efbl. XapakTep NULLM He BJAMAI Ha KOHLLeHTpauun gapyHasupa B naasme.

CBsi3blBaHWE fapyHaBupa ¢ 6enkaMu nnasmbl (MPenmMyLecTBEHHO C 0;-KMUC/bIM FIMKOMPOTEMHOM) COCTaBAsieT 0KoM0 95%.

B akcnepumeHTax in vitro Ha MMKpOCOMax nevyeHn YesioBeka HbIJI0 MOKa3aHo, YTO AapyHaBup NoABepraeTcs
NpenMMyLecTBEHHO OKUCANTEIbHOMY MeTabonmsmy. [lapyHaBup MHTEHCMBHO MeTabonnsupyeTca B nevyeHn epMeHTHON
cuctemon P450, noyTn uckno4ntenbHo nsogepmeHtom CYP3A4. UccnepoBaHue, B KOTOPOM 340pOBble A0O6POBObLbI
npuHuMany ¥C-napyHasup, nokasano, 4To 60MblIas YaCTh PaAVoaKTMBHOCTM B Na3Me nocsie ofHOro npuema 400 mr
AapyHaBupa 1 100 Mr puToHaBMpa NpMxoAmnnach Ha A0S0 HEN3IMEHEHHOr0 fapyHaBupa. Y YenoBeka naeHTUOULUNpoBaHo, rno
MeHbLUen Mepe, 3 OKUCAnTeNbHbIX MeTabonnTa AapyHaBMpa; aKTUBHOCTb KOTOPbLIX B OTHOLIEHUW AMKoro Tuna BUY
cocTasnsana meHee 1/10 oT akKTMBHOCTM CaMOro AapyHasupa.

Mocne opHoro npuema **C-gapyHasupa B go3e 400 Mr 1 puToHasupa B Ao3e 100 Mr okono 79.5% v 13.9% paamoakTUBHOCTU
06Hapy>X1MBanocCb B Kase N Mo4Ye COOTBETCTBEHHO. Ha [0/110 HEM3MEHEHHOr0 fapyHaBupa NpULIoCb 0Koso 41.2% n 7.7%
pPafnoaKTUBHOCTY B Kajle 1 MOYe COOTBETCTBEHHO.

KoHeyHbIn Ty, AapyHaBrpa cocTaBua 0Koso 15 4 npu ero npneme B KOMBMHaLMN C pUTOHaBMPOM. KnnpeHc AapyHasupa
rnocne B/B BBegeHus B fose 150 mr coctaBmn 32.8 n/4 6€3 putoHaBupa 1 5.91 n/4 B NpUCyTCTBUN HU3KOW [03bl pUTOHABUPA.

Moka3zaHuA K NPUMEeHeHMI0:

JleyeHne BUY-nHGpEeKLMM y B3POC/bIX NaUneHTOoB (B KOMGMHALMK C PUTOHAaBUPOM B HU3KOW [03€ U ApYruMin
QHTMPETPOBUPYCHBIMU MpenapaTamu).

OTHOCHUTCA K bonesHaMm:

e BUY-nHpekuuns
e NIHheKkuunm

MpoTuBONoOKasaHuA:

OLHOBpPEMEHHbIN NpUeM C npenapaTtamMu, KJIMPEHC KOTOPbIX NPenMyLLLeCcTBEHHO onpeaenseTcsa nsopepmeHToMm CYP3A4, n
MOBbILLIEHNE KOHLEHTPaLMN KOTOPbIX B NJa3Me COMPS»XXEHO C BO3HUKHOBEHMEM CEPbE3HbIX U/WUAN YTPOXKAIOLMX XKU3HU
noboyHbIX 3(hHEKTOB (Y3KMIA TepaneBTUYECKUI AMana3oH) - C acTeMU30J10M, TepdheHaanHoOM, M1nAa3o0JamoM, TpMa3osnaMomMm,
umM3anpuaom, NMMMO3nMaoMm, npenapaTaMn, COAEpPXKalLUMmM asikanonabl CAOPbIHbU (3ProTaMuH, ANrMAPO3ProTaMuUH,
SProMeTpuH N METUN3PIrOMETPUH); AETCKUN N NOAPOCTKOBLIN BO3PACT A0 18 neT; NoBbIlEeHHas YyBCTBUTENbHOCTb K
hapyHaBupy.

Cnocob npuMeHeHus U [03bl:

MpuvHMMaoT BHYTPb. [layHaBup BCeraa NpuMeHsioT B KOMBMHaLMM C pUTOHaBMPOM B HMU3KOM fo03e (100 Mr) B KayecTBe
CpencTBa, YyHLaloWwero ero apMakoKMHETUHECKNE XapaKTEPUCTUKI, @ TaKxXe B KOMBMHALUUN C ApyruMun
AHTMPETPOBMPYCHLIMY NMpenapaTaMu. Bo3MoOXXHOCTb Ha3HaYeHUsi pUTOHaBMpPa A0JHKHA BblTb paccMOTpeHa Lo Havanla
Tepanuy KOMBUHaLMeln fapyHaBup/puTOHaBUP.

[na naumeHTOB, paHee He MoJlyYaBLUMX UHIMBMTOPLI NpoTeasbl, peKoMeHAyeMas f03a JayHaBupa cocTasaseT 800 mr 1
pa3/cyT B KOMOBUHaumn C putToHasnpoM B go3se 100 mr 1 pas/cyT.

[na naumeHTOB, paHee NnoJlyYyaBLINX MHITMBMTOpPLI NpPOTeasbl, pekoMmeHayeMas [03a AapyHaBupa cocTasnseT 600 mr 2
pa3a/cyT B KOMBbUHauum ¢ putToHaBnpoM B Ao3e 100 Mr 2 pa3a/cyT; KOMBMHaLMIO MPUHMMAIOT BO BpeMSA efbl.

KombuHaumio gapyHaBnp/puTOHaBMpP HEOBXOAMMO C OCTOPOXKHOCTbLIO MPUMEHATb Y MAaLMEHTOB C TAXKEbIMU HapyLUeHNAMU
PYHKLMN NeYeHn.

MobouyHoe peucrBue:
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Co CTOPOHbI HEPBHOW CUCTEMbI: FONOBHasA 60b.
Mcuxndeckme paccTporicTBa: HeObbIYHbIE CHOBUAEHUS.

Co CTOPOHbI NuLLeBapuUTesIbHOV cucTeMbI: 601 B 061aCTW XKMBOTa OCTPbLIA NaHKpeaTUT, Anapes, AUCMENCUs, METEOPU3M,
TOLWHOTA, pBOTA, NoBbiWeHne akTnusHocTu AJIT, ACT, LLL®, ocTpbin renatuTt

JlepmaTtonornyeckme peakumy: nunogncTpodumsa (B T.4. amnorunepTpodus n amnoatpodus), 3yq, Cbinb, CMHAPOM CTMBEHCa-
LO>XOHCOHa.

CO CTOPOHbI KOCTHO-MbILLEYHOV CUCTEMbI: MAANTUS, Y MALMEeHTOB, NOJyYaBLIUX MHIMBMTOPLI NpoTeasbl, 0CO6EHHO B
KOMBUHALMK C HEHYKJIE03UAHBIMU UHIMBUTOpaMm 06paTHOM TPAHCKPUMTa3bl, BO3MOXXHbI MOBbILIEHWE YPOBHS KOK, M1o3uT;
penko - pabgomMmonus.

Co cTOpoHbI 06MeHa BeLecTB: aHOPEKCUS, CaxapHbii gnabeT.
CO CTOPOHbLI UMMYHHOV CUCTEMbI: CAHAPOM UMMYHHOW peakTuBauunu.

Co cTopoHbl obMeHa BeLyecTB: NoBbileHne cogepxaHna T, obuwero xonectepuHa, xonectepuHa JIMHM, rnokoss.l,
rMaHKpeaTN4yeCckon Nnnasbl, NAHKPeaTUYeCKon ammnassl.

NHpekunn: y BUM-MHPMLNPOBAHHBIX MaLWEHTOB C TAXXebIM UMMYyHOAEMULNTOM B NMepmnos HadanbHON KOMOUHMPOBaHHOWN
@HTUPETPOBMPYCHOIM Tepanum BO3MOXHbI BOCNaanTebHble peakuum Ha 6eCCMMNTOMHbIE NN OCTaTO4YHbIE
OMMOPTYHUCTUYECKNE NHDEKLNN.

ObLyme peakymm: acTEHUS, YCTaNOCTb.

NMpuMeHeHne Npu 6epeMeHHOCTU U KOPMJIEHUM TPy ablo:

ALekBaTHbIX 1 CTPOro KOHTpPOJINpyeEMbIX KNNHNYECKNX nccnepoBaHuin 6ezonacHoCcTU npuMeHeHna napyHaBupa npu
GepeMEHHOCTVI He NpoBOANSIOChk. KombuHauwuto DapyHaBUP/PUTOHABUP MOXXHO Ha3Ha4vaTb 6epeMeHHbIM XXEHLWWMHaM TOJIbKO B
TeX ciydasax, Korga oXxunaaemasa rnoJjib3a Tepanun ona MmaTepu npesbillaeT noTeHUManbHbIN PUCK ona nnoja.

HewnsBecTHO, BbIAENSAETCSA X AapyHABMP C FPYAHLIM MOJIOKOM Yy YefloBeKa. YUYUTbiBas BO3MOXXHOCTbL nepefdayn BUY ¢
rPpyAHbIM MOJIOKOM, @ TaKXKe PUCK Cepbe3HbIX MOBOYHbLIX 3PMEKTOB Y rPyAHbIX AeTel, CBA3aHHbIA C BO3AENCTBMEM
fapyHaBupa, BUY-MHMMLMPOBAHHbIE XEHLLMHbI, MoJyYatoLme AapyHaBup, A40/KHbI BO3LEPKMBATLCSA OT FPYAHOMO
BCKapMJIMBaHWS.

Bsaumopnencreume ¢ APYruMm nekKapCcrseéHHbiMu cpencrtBamMm:

[apyHaBup 1 puTOHaBUpP ABAAIOTCA MHIrMbnTOopamn nsopepmerta CYP3A. OfHOBpEMEHHOE NpUMeHeHne KoMbuHaumm
0apyHaBup/pMTOHaBMpP U NpernapaToB, KOTopble MeTabonn3npyoTca npenmyLecTseHHo nsogpepmeHToMm CYP3A, MoxeT
Bbl3blBaTb MOBbILLUEHME KOHLLEHTPaLUA TakMxX NpenapaToB B Nja3Me, YTO, B CBOK o4Yepenb, MOXKET ObiTb MPUYNHON YCUNIEHNS
WS MPOJIOHTMPOBAHUSA TepaneBTUYEeCKOro adgeKkTa, a Takke NoboYHbIX 3hHeKTOB.

JapyHaBup meTabonusupyetcs nsodpepmeHTamm CYP3A. O4HOBPEMEHHbIV NPYEM MpenapaTos, UHAYLMPYOLWMX aKTUBHOCTb
CYP3A MOXET YBENNYNTb KJIMPEHC fapyHABUPa, B pe3y/ibTaTe Yero yMeHbLUINTCS KOHLUeHTpauns AapyHaBupa B niaasme.
OLHOBpPEMEHHbIV NMpueM fapyHasupa ¢ MHrnbntopamm CYP3A MoXXeT yMEHbLUNTb KJIMPEHC fapyHaBupa, B pesysbTaTe Yero
YBEJINYUTCSA KOHLIEHTPaLUs AapyHaBMpa B nJjasme.

KombuHaumio gapyHasup /pUTOHaBMP He cieayeT NPUMEHATb O4HOBPEMEHHO C NpenapaTaMu, KIMPEHC KOTOPbIX BO MHOMOM
onpenensetca nsogpepmeHToM CYP3A4 1 NOBbIWEHHbIE KOHLEHTPaL MM KOTOPbIX B Ma3Me MOryT Bbi3biBaTb CE€pbe3Hble N/uan
yrpoxkatowime »xn3Hum noboyHble ahekThl (Y3KNIA TepaneBTUYECKUA grana3oH). K TakmMM npenapaTtamM OTHOCATCS aCcTeMnU3on,
TepdeHaanH, Mmga3onam, Tpmasonam, Lmsanpua, NMMO3NLA 1 ankaaouibl CNopbiHbW (Hanpumep, 3proTaMuH,
ONrMAPO3ProTaMnH, S3ProMeTpPUH U METUIIProMeTPUH).

PucdhamMnmumH aBnaeTcsa cnibHbIM MHAYKTOPOM nsodepmeHToB CYP450. KombuHauvio gapyHaBup/pUTOHaBUP HeNb3A
MPUMEHSATb OAHOBPEMEHHO C PUPaMMULMHOM, MOCKOJIbKY B TaKMX Cly4asx BO3MOXHO 3aMeTHOe CHMXXEHUEe KOHLeHTpauum
JapyHaBupa B nna3me. BcnencTeme 3Toro BO3MOXKHO NCYE3HOBEHME TepaneBTu4eckoro sddexkTa gapyHasupa.

KombuHaumio gapyHaBnp/pUTOHaBMP Hefb3a NMPUMEHATb OA4HOBPEMEHHO C NMpenapaTamMu, coaep xallMMn 3KCTPaKT 3Bepobos
npoabipsasraeHHoro (Hypericum perforatum), T.K. 3TO MOXXeT COMPOBOXXAATbCHA 3aMETHbIM CHUXXEHMEM KOHLLeHTpauum
JapyHaBupa B nna3me, BCNeACTBUE 3TOMO BO3MOXKHO NCYE3HOBEHME TepaneBTuYeckoro addexkTa AapyHasupa.

B uenom apdhekT onTrMnslaumm hapMakoKMHETUKN AapyHaBupa pUTOHaBMPOM MPOSBUJICS B TOM, YTO KOHLLEHTpauum
hapyHaBupa B Nja3Me yBeNYUIMCb NpuMepHo B 14 pa3 nocse nprveMa o4HOM A03bl AapyHaBupa (600 mr) n 100 mr
puTOHaBMpa 2 pa3a/cyT. [o3ToMy AapyHaBMp HEO6XOAMMO NPUMEHATL B KOMBMHaumm co 100 Mr puToHaBMpa C Lesbio
yAyylweHns hapMakoKMHETUYECKMX XapaKTePUCTUK AapyHaBupa.
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Pe3ynbTaThbl UCCNeoBaHMS B3auMOAENCTBUA Mexay KombrnHaunen gapyHasup/putoHasump (300 mr/100 mr 2 pa3a/cyT) n
koMbuHaumen nonuHasup/puToHasmp (400 Mr/100 Mr 2 pasa/cyT) Nokasasu, 4TO B MPUCYTCTBUN KOMBUHaLMN
NIONMHaBUP/PUTOHABUP (C MCNONb30BaHMEM Uan 6e3 NCNoJsib30BaHNA AONOJAHUTENbHON A03bl puTOoHaBmpa 100 mr)
KOHLeHTpaums fapyHasumpa B naa3Me yBenamyumnaacb Ha 53%. B npucyTcTBMM OOQHOr0 fapyHaBmpa KOHLEHTpauma
JIoNUHaBMpa B NaasMe CHM3nnacb Ha 19%, a B NpucyTCTBUN KOMBMHaLMN fapyHaBUP/PUTOHaBMpP yBenanymnnack Ha 37%. He
pekoMeHAyeTCs NPUMEHATb KOMBUHaLMIO JONUHaBUP/PUTOHABMP O4HOBPEMEHHO C AapyHaBMPOM HE3aBUCMMO OT nprveMa
He6OoNbLLON AOMNOAHUTENIbHOM A03bl PUTOHaBUPa.

WccneposaHue B3aumogencteus gapyHasumpa (400 mr 2 pasa/cyT), cakBuHasupa (1000 mr 2 pasa/cyT) n putoHasupa (100 mr
2 pa3a/cyT) NoKa3ano, 4TO KOHUEHTpauma gapyHasupa B naa3Me yBenmyunaacb Ha 26% B NpuCcyTCTBMY CakBMHaBupa 1
pUTOHaBMpPa; C APYron CTOPOHbI, KOMOMHaLVA AapyHaBUP/PUTOHABUP He BNSAa Ha KOHLLEHTPaLLUIO CakBMHABMpPa B MJia3Me.
He pekomeHayeTCs NMPUMEHATb CaKBUHABUP O4HOBPEMEHHO C AapyHaBMPOM HE3aBUCMMO OT MCMOJ1b30BaHUSA HebobLIOn
[OMNONHNTENIbHOW A03bl PUTOHaBMPA.

Mpw nccnepoBaHMM B3auMogencTBUSA Mexxay KombuHaumen gapyHasup/putoHasup (400 mr/100 mr 2 pasa/cyT) n
aTa3aHaBmpoM (300 Mr 1 pas/cyT) noka3aHO OTCYTCTBME 3HAYMMOrO N3MEHEHMNS KOHLLEHTpaunin fapyHaBupa 1 atasaHaBupa
B Nja3Me npu nx 0AHOBPEMEHHOM NMPUMEHEHUN. ATa3aHaBUP MOXKHO NPUMEHATbL OJAHOBPEMEHHO C KOMOMHaLMen
LapyHaBuUp/puToOHaBUp.

Mpu nccnenoBaHMM B3aMMOLENCTBMA Mexay KoMbuHaumen gapyHasup/putoHasmp (400 mr/100 mr 2 pa3a/cyT) u
MHAnHaBMpoM (800 Mr 2 pasa/cyT) KOHLEeHTpaunsa gapyHasupa B njasme ysennymnacb Ha 24% B NpucyTCTBUM MHAMHABMpPA U
puTOHaBMpa. B npucyTcTBMN KOMBMHaL MK fapyHaBUP/PUTOHABMP KOHLLEHTpauus B NaasMe NHANHaBMPa NOBbICUIACh Ha
23%. Mpy NpUMeHeHNN B COMETAHUN C KOMBUHaLMen fapyHaBup/puToHaBNp 403y MHAWHABMPa Y NaLMeHTOB, KOTOPLIE MJI0X0
NepeHoCAaT ero, MoXHO CHuxXaTb ¢ 800 mr 2 pa3sa/cyT Ao 600 mr 2 pasa/cyT.

[l0 HaCToALEro BpeMeHN He 13yYasiv B3auMo4eNncTBre Mexay KoMObuHalumen apyHaBup/puToOHaBUp N MHrMbmuTopamm
npoTeassbl MOMUMO NONMHABMPA, CaKBUHABMPA, aTa3aHaBMpa 1 MHAMHABMPA, U NO3TOMY He NnepeyvncieHHble 30echb
WHrMBUTOPbI NPOTEa3bl HE PEKOMEHAYETCA MPUMEHSTbL OLHOBPEMEHHO C KOMBUHaLMENn fapyHaBUp/pUTOHaBUP.

Mpn oAHOBPEMEHHOM NPMMEHEHUN KOMBUHaLUWM fapyHaBUp/pPUTOHABUP MapaBUpoK clefyeT Ha3HavyaTb B fo3e 150 mr 2
pa3a/cyT. B nccnepoBaHum B3anmooencTena Mexay KombrnHaunen napyHasup/putoHasump (600 mr/100 mr 2 pa3a/cyT) u
MapaBMpokoMm (150 mMr 2 pa3a/CyT) KOHLeHTpauna MapaBmpoka yeennymsanacb 0 305%. BamsaHna mapaBmpoka Ha
KOHLIeHTpauuio gapyHasmpa/puToHaBMpa He 0TMeYasnocCh.

KoMb6uHauma gapyHaBUp/pUTOHABUP MOXKET YBEIMYMBaATb KOHLEHTpauuy B niaasme benpuania, ninaokavHa (Npy CUCTEMHOM
BBEAEHUWN), XMHNANHA 1 aMMOLapoHa, (hyiekarHuaa 1 nponadeHoHa. No3ToMy Npy 0AHOBPEMEHHOM MPUMEHEHUN
KOMBUHaLMM fapyHaBMp/pUTOHaBNP 1 NepeYvnc/ieHHbIX aHTUapUTMUKOB TpebyeTCs 0CTOPOXHOCTL 1, MO BO3MOXXHOCTM,
MOHUTOPUHT UX KOHLEHTpaLumWii B niasMe KpoBu.

Bo Bcex nccnenoBaHuax B3anMogencTemsa KombuHaumm napyHasup/putoHasmp (600/100 Mr 2 pa3a/cyT) n AUrOKCMHa B
oAHOKpaTHoW fo3se (400 MKr) 6bJ10 NOKa3aHO yBEINYEHNE KOHEYHOW KOHLEHTPaLUM ANroKCMHa B niasme Ha 77%.
PekomeHAayeTCa nepBoHaYasbHO Ha3Ha4YaTb MUHMMaJIbHYIO 403y AUrOKCUHA U ONpeAensTb ero KOHLUEHTPaLWio B CbIBOPOTKE
KPOBMW AN NONYYEHUS KeNaeMoro KIMHNYeCcKoro addekTa npn o4HOBPEMEHHOM Ha3Ha4YeHUN C AaHHOW KoMbuHauwmen.

KoMbuHaunsa napyHaBUp/pUTOHABUP MOXKET BNSATb Ha KOHLUEHTpauun BapgapuHa B naa3sme. Npn ogHOBPEMEHHOM
npuMeHeHUn BapapuHa 1 3Ton KoMbnHaLMM pekoMeHAyeTCs NPOBOANTL MOHUTOPUHT MHO.

deHobapbuTan, heHNTOnH n kapbamazenuH SBASITCS NHAYKTopaMun nsodepmeHToB CYP450. KombuHauwmio
[apyHaBMUp/pUTOHABUP HE PEKOMEHAYETCSA NMPUMEHATb B COYETaHUM C YKa3aHHbIMU penapaTamMu, NMOCKObKY 3TO MOXET
BbI3blBaTb KJIMHUYECKN 3HA4YMMOE CHUXKEHNE KOHLUEHTPaLMn fapyHaBmpa B nja3Me 1, cnefoBaTeslbHO, YMEHbLUEHME ero
TepaneBTUYeCcKoro agdekTa.

NccnepoBaHne B3aMMoOencTBUS Mexay KombuHaunen napyHasup/putoHasup (600/100 mr 2 pa3a/cyT) n kapbamaszenuHom
(200 Mr 2 pa3sa/cyT) nokasano, 4TO KOHLUEHTpaLuus gapyHaBMpa B TaKOM CJly4ae He N3MeHsAeTCs, B TO BpeMSA Kak
KOHLLeHTpaLuna puToHaBmpa ymeHbllaeTca Ha 49%. KoHueHTpaunsa kapbamasenuHa ysennvmBaeTcs Ha 45%. U3meHeHns
[03bl KOMBUHaUMKW fAapyHaBup/puToHaBup He TpebyeTcs. Mpn HeobXOANMOCTN OQHOBPEMEHHOIO NMPUMEHEHUA KOMBHaL MK
hapyHaBup/pnToHaBup n kKapbamasenuHa cnenyet KOHTPOIMPOBaTb COCTOSIHNE MaLMEHTOB B CBA3U C BO3MOXXHOCTbIO
pa3BnTMS No6oYHbIX 3hdheKkToB KapbamasennHa. CleayeT KOHTPOAMPOBAThL KOHLLEHTpauuio kapbamasennHa B NjasmMe KpoBu
N KOPPEKTUPOBaATb €ro 403y B COOTBETCTBUM C KJIMHNYECKUMUN NPosBAeHuamMun. Taknum obpasom, fo3bl kapbamasenvHa MoryT
ObITb YMeHbLUEeHbl Ha 25-50% npu COBMeCTHOM Ha3Ha4YyeHUN C KoMBuHaumen napyHaBUp/pUTOHaBMP.

Mpu ogHOBPEMEHHOM NPUMEHEHN KOMBVHaLMM AapyHABUP/PUTOHABUP C TPA30A0HOM 1 Ae3UNPaMMHOM BO3MOXHO
yBeJ/IMYeHne KOHUEHTpaumm Tpa3oaoHa 1 Ae3nnpaMnHa B naasme. 3To MOXKET Bbl3BaTb Takue noboyHble 3heKTbl, Kak
TOLWHOTA, FONIOBOKPY>XXKEHME, apTepuanbHas rmnoTeH3nto, obMopok. B cnyvyae He0H6X0AMMOCTN COBMECTHOMO NPUMEHEHMS
YyKa3aHHbIX NMpenapaToB U KOMBUHALUW fapyHaBUP/PUTOHABMP TPebyeTCs 0CTOPOXXHOCTb, CleayeT pacCMOTPETh
BO3MO>XHOCTb NPUMEHEHNS TPa30A0Ha 1 Ae3unpaMnHa B MeHbLUNX A03aX, 0COBEHHO B C/lyYae AJINTEsbHON Tepanuu.

Mpu ogHOBPEMEHHOM NPUMEHEH KOMBVHaLMW AapyHAaBUP/PUTOHABUP C NapeHTepasbHO BBOAVMbBIM MUAA30J1aMOM MOXET
NMPUBECTU K YBEJIMYEHNIO KOHLEHTpaLMM MMaa3onama B naasme. [Ipu COBMECTHOM MpUMeHeHUn cieayeT npoBoanTb
TWaTeNbHbIA KINHNYECKUIA MOHUTOPUHI U NMPUHMMaTb CPOYHbIE Mepbl B CJly4Yae YrHeTeHUs AblXaHUA UAN BJNTESIbHOro
ceflaTUBHOro AeicTeusi. CneayeTt pacCMOTPETb BO3MOXXHOCTb CHMKEHUS [03bl MUAA30J1amMa, 0CO6eHHO B Cilydae ANNTeNbHON
Tepanuu.

an/IMeHeHI/Ie KOM6I/IHaLI,I/II/I )J,apyHaBle/leTOHaBle C nepopaJsibHbIM MnOa30J71laMOM NMPOTUBONMOKa3aHo.

CTtpaHvua 4 ns 7



DapyHaBup-Tn
®dapmakonormnyeckas 6asa pgaHHbix (http://drugs.thead.ru)

Mpu COBMECTHOM MPUMEHEHNN HENPONENTUKOB C KOMBUHaLMe fapyHaBUP/PUTOHABMP NX KOHLLEHTpaLUK B naa3mMe MoryT
yBesiminBaThCs. M03TOMy Npu 04HOBPEMEHHOM MNPUMEHEHMUMN CllefyeT CHMXKaTb [03bl aHTUNCUXOTUYECKUX NMpenapaTos
(HeMponenTuKoB).

KoHueHTpauuu B nia3me 6710KaTOPOB KasbLMEBbIX KaHano0B (HanpuMep, denoannunHa, HUeAnnuHa, HUKapaunmnHa) MoryT
MOBLILLATLCSA MNPU X OQHOBPEMEHHOM MPYMEHEHUN C KOMBVHaLMeln fapyHaBup/puToHaBump. B Takmx cuTyaumax Heobxoammo
BH/MaTENIbHO C/IeAUTb 3@ COCTOSIHMEM MaLNEHTOB.

WccnepoBaHme B3anMofencTBms Mexay KombrnHaunen gapyHasmp/pntoHasup (400 mr/100 Mr 2 pa3a/cyT) n
KnapuTpoMuumnHom (500 Mr 2 pasa/cyT) NoKa3aso, 4TO KOHLEeHTpauua K1apnTpoMuumHa B nsiasme ysenndmsanacb Ha 57%,
TOrAa Kak KOHUEeHTpauma gapyHaBupa ocTaBanacb 6e3 nsMeHeHWn. Y NauneHToB C HapyLeHnAaMm hyHKLNN NoYek
peKoMeHAyeTCs CHUXXaTb A03Y KNapuTpoMuLnHa.

[ekcameTasoH Npu NOCTYNEHUN B KPOBOTOK uHAayumpyeT nsogpepmeHT CYP3A4 B neyeHn n, cnefoBaTesibHO, YMEHbLUIaeT
KOHLIeHTpauum B nnasMe gapyHasnpa. 3TO MOXKET NPUBOAUTL K CHUXKEHUIO TepaneBTU4eckoro addeKkTa AapyHaBupa.
PekomeHayeTcsa cobnofaTb OCTOPOXKHOCTL MPY OAHOBPEMEHHOM MPUMEHEHUN AeKcaMmeTa3oHa U JapyHaBupa.

Mpn oAHOBPEMEHHOM NMPUYMEHEHUN MHIFaASLNMOHHOIO PlyTUKa30Ha NponMoHaTa n KombuHaunn gapyHaesup/puToHaBUP
BO3MO>XHO MOBbILLEHNE KOHLEeHTpauum yTuKasoHa NponvoHaTa B NnsasmMe KpoBu. AHaslIOrMYHOE B3aMMOAENCTBUE MOXET
HabnaaTbCs NpU NPUMEHEHNN OPYTrMX KOPTUKOCTeponaoB, MeTabonusnpytowmxcs nsogpepmentom CYP3A4, Hanpumep
6ynesoHnpa. Llenecoobpa3sHo NpMMeHATb NpenapaThbl, ajbTepHaTNBHbIE ByTMKa30Ha NPONMoHaTy, He ABaLmMecs
cybctpaTom CYP3A4 (Hanpumep, 6eksioMeTasoH).

B MeTabosn3Me CTaTUHOB, TaKUX Kak CMMBaCcTaTWH, po3yBacTaTWH 1 JloBaCcTaTUH, 60/bLUyto ponb nrpaeT n3ohepMeHT
CYP3A4, No3TOMY MX KOHLEHTpaLuMmM B Nja3Me MOryT CYLLeCTBEHHO YBEIMYMBATHLCS MPU MPUMEHEeHUN 04HOBPEMEHHO C
KoMbUHaumen fapyHaBup/puToHaBmp. He pekomMeHayeTCs NPUMeHATb KOMBUHaLUUI0 AapyHaBUP/PUTOHABUP O4HOBPEMEHHO C
7I0BaCTaTUHOM, PO3yBacTaTUHOM WM CUMBacTaTUHOM M3-3a MOBbILLEHWSA PUCKa Pa3BUTUS MMONaTUK, BKJoYas pabaoMmmonus.

WccnepoBaHme B3aMOOENCTBUS Mexay aTopBacTaTuHoM (10 mr 1 pa3/cyT) n kombuHaumen gapyHasup/putoHasup (300
Mr/100 Mr 2 pasa/cyT) NoKa3aso, 4TO B 3TON CUTyauMnN KOHLLEHTpaLna aTopBacTaTUHa B naasme 6bina nnwb Ha 15% Huxe,
4yeM Npw MoHoTepanun aTopBacTaTuHoM (40 mr 1 pa3s/cyT). Mpu HeobxoAMMOCTN OAHOBPEMEHHOI0 NPUMEHEHNS
aTopBacTaTUHa N KOMBMHaUMN OapyHaBUP/PUTOHABMP PEKOMEHAYETCA Ha4YMHaTb C A03bl aTopBacTaTuHa 10 mr 1 pas/cyT.
[anee MOXXHO MOCTENEHHO MOoBbILWAaTb A03y aTopBacTaTMHA, OPUEHTUPYACh Ha KJMHNYECKN 3hdeKT Tepanuu.

KoMmbuHauunsa napyHasup/putoHasup (600 Mr/100 Mr 2 pasa/cyT) noBbllajia KOHLLEHTPaLWIoO NpaBacTaTUHa B NniasMe nocne
npveMa o4HON [03bl 3TOro npenapaTta (40 mr) npuMepHo Ha 80%, HO TOJILKO y YacTu NaumeHToB. Mpn HeobxoanmMocTn
COBMECTHOr0 Ha3Ha4yeHNs NpaBacTaTuHa U KOMOMHaLMW fapyHaBUP/PUTOHABUP PEKOMEHAYETCA Ha4ynHaTb NpMeM
npaBacTaTUHa C MUHUMaJIbHbIX BO3MOXHbIX 403 U yBEAN4YMBaTb A403bl A0 NOABAEHUS KIIMHNYECKOro 3pdeKTa, KOHTPOANpys
npossfeHne Nobo4HbIX 3hheKkToB NpenapaTa.

MpumeHeHne omenpasona (20 mr 1 pas/cyT) nnm paHutuamHua (150 mr 2 pasa/cyT) 0OAHOBPEMEHHO C KOMbBUHauumen
napyHaHup/putoHasup (400 mr/100 Mr 2 pasa/ CyT) He OKa3blBaso BAMSAHUA Ha KOHLUEHTpauUMio AapyHasupa B naasme.
YynTbiBas 3T0, KOMOUHaLNIO fapyHaBUP/PUTOHABMP MOXXHO MPUMEHATb OAHOBPEMEHHO C @aHTaroHMCTaMn rMCTaMUHOBbLIX
H,-peuenTopoB 1 MHrMbuTOopaMm NPOTOHOBOrO Hacoca 6e3 n3MeHeHna Ao3bl 11060ro U3 ykasaHHbIX NpenapaTos.

KoHLLeHTpauum B nyia3mMe LMKI0CAOPMHA, TaKpoJIMMyca 1 CUPOJIMMYyCa MOTyT BO3pacTaTb B CJlyvae NpUMeHeHUs 3TUX
npenapaToB OAHOBPEMEHHO C KOMBMHaUWel AapyHaBMp/puTOHaBMp. B 3TUX cuTyauusx pekoMeHayeTCcs KOHTPOIMPOBaTb
KOHLIeHTpaLuio MMMyHoernpeccaHTa B nyia3me.

KeToKOoHa30/1, NTpakoHa30J1 1 BOPUKOHA301 SABASIIOTCSA CUJIbHBIMU MHTMbuTopamu nsodepmenta CYP3A4, a Takxe ero
cybcTpaTtamu. CUCTEMHOE NMpYMEHeHNe KeTOKOHa30/1a, UTPaKoHa30/1a N BOPMKOHa30/1a OAHOBPEMEHHO C KOMBrHaumen
OapyHaBMp/pUTOHABMP MOXXET NMPUBOLMTH K MOBbILIEHWIO KOHLLeHTpaunn gapyHasmpa B niasme. C Apyron CTOPOHbI, 3Ta
KOMBMHaLUMS MOXXeT MoBbIWAaTh KOHLEHTpaLnn B Njia3mMme KeTOKOHa30/1a WM nTpakoHasona. 370 6b110 NoATBEPKAEHO
nccnenoBaHMeM B3aUMOLENCTBUA MEXAY KeTOKOHa301oM (200 Mr 2 pa3a/cyT) u kombuHaumnen gapyHasup/putoHasup (400
Mr/100 mMr 2 pa3sa/cyT), B KOTOPOM KOHLIEHTpaLnM KeETOKOHa30/1a U fapyHaBupa NOBbICUINCE Ha 212% 1 42%
COOTBETCTBEHHO. [Mpn HeobXx0ANMOCTN NPUMEHEHN KOMBHaLUUM AapyHaBMp/pUTOHaBUp OLHOBPEMEHHO C KETOKOHa30/10M
WM UTPaKOHa30J1I0M CYyTOYHasa [03a NocnefHUX He A0J1KHa npesbiwaTs 200 Mr. KoHLeHTpauuy BOpUKoHa3o01a B naasme
MOFyT CHUXXATbCHA NPV COBMECTHOM MPUMEHEHUN C AapYHOBUPOM/PUTOHaBMPOM. BOpMKOHa30 He cefgyeT NpUMeHaTb
OJHOBPEMEHHO C JapyHOBUPOM/PUTOHABMPOM, OAHOBPEMEHHOE NPMMEHEHNE BO3MOXXHO TOJIbKO B TOM CJly4ae, ecau
noTeHuMasbHasa Noab3a OT NPMMEHEHNS BOPMKOHAa301a NpeBblllaeT NoTeHUMasbHbIN PUCK.

Mpu ogHOBPEMEHHOM MPYMEHEHUM KOMBMHaLMK AapyHaBMp/puToHaBup ¢ beTa-afApeHo6/10KaToOpaMy BO3MOXKHO yBeIMYeHne
KOoHUeHTpauuun 6eTa-agpeHobnokaTopos. [pn 04HOBPEMEHHOM NPUMEHEHUN YKa3aHHbIX NpenapaToB 1 KoMOnHauum
[apyHaBup/puToHaBUp cnenyeTt cobnofaTb OCTOPOXKHOCTb U MPOBOAUTL TLATENbHbIA KIUHUYECKUIA MOHUTOPUHE, TakXe
MOXXeT noTpeboBaTbCs CHMXeHne f03bl beTa-aapeHobo0KaToOPOB.

B nccnenoBaHum BAMSHUSA KoMbuHauum napyHasump/putoHasup (600/100 Mr 2 pasa/cyT) Ha cTabuibHY0 NOALEP>KUBAIOLLYIO
Tepanuio MeTafoHoM, Bbl10 NOKa3aHo yMeHblueHne Ha 16% KoHueHTpauun R-meTagoHa B naa3sme. Ha ocHoBaHun
hapMaKOKMHETNYECKMX N KIMHNYECKMX pe3yibTaToB, KOPPEKLUN A03bl MeTafoHa BO BpeMsa Havasa Tepanum KombuHaunen
[apyHaBup/puToHaBup He TpebyeTcs. O4HAKO PEKOMEHAYETCSA NPOBOAUTL KINHUYECKNIA MOHUTOPWHT, T.K. Y HEKOTOPbIX
naumeHTOB nogaep>xmnBatowasn Tepanus TpebyeT koppekuumu.

Pe3ynbTaTbl UCC/Ief0BaHNS B3aMMOAENCTBMA KOMOUHAUUM fapyHaBUP/PUTOHaBMpP ¢ 6ynpeHopUHOM/HAIOKCOHOM NOKa3aHo
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OTCYTCTBME BANSHUA KOMBUHaLMW fAapyHaBUpP/pUTOHaBMP Ha KOHLEHTpauuio BynpeHopdrHa npy MX COBMECTHOM
npuMeHeHun. KoHLeHTpauns akTusHoro metabonnta 6ynpeHopdurHa - HopbynpeHopdurHa yBenndmnnace Ha 46%. Koppekumns
0o3bl bynpeHopdunHa He TpeboBanack. MNpy coBMECTHOM npueme KOMOUHaLUUK fapyHaBup/puToHasup n bynpeHopdpuHa
pekoMeHAayeTCs NPOBOAUTL TLLATEbHbIA KJIMHUYECKUA MOHUTOPUHT.

Pe3ynbTaTbl MCCiefoBaHMS N0 B3aUMOLENCTBUIO MexXay KoMbuHaumen napyHasup/putoHaBmp (600/100 Mr 2 pa3sa/cyT) n
3TUHWA3CTPAAMNOSIOM N HOPITUCTEPOHOM CBUAETENIbCTBYIOT O TOM, 4TO Cy B M1a3Me 3TMHUAICTPAAMNOSIA U HOPITUCTEPOHA
CHUXXKaeTCs COOTBETCTBEHHO Ha 44% 1 14%. Mpun npyuMeHeHUn KoMbUHauUn fapyHaBup/pUTOHaBUP PeKOMeHayeTCs
NCMO0J1b30BaTb aJlbTePHATMBHbIE HEFOPMOHaJIbHbIE METOAbI KOHTpaLenumnu.

B oagHOM 13 nccnenoBaHUM U3ydann KOHLEHTpaunn cungeHaduna nocse ero npveMa B ofHokpaTHon fo3e 100 Mr, a Takxe
rnocne npuema 25 Mr cungeHaduna ogHOBPeMeHHO C KoMbuHauwnen gapyHasup/putoHasup (400 mr/100 Mr 2 pasa/cyT).
KoHueHTpauunn cungeHaduna okasaamcb CX0AHbIMU B 06enx cuTyaumnax. TpebyeTca 0CTOPOXKHOCTb NPY OAHOBPEMEHHOM
npuMeHeHun nHrnbutopos ®135 1 KoMbUHauUUN fapyHaBup/puToHaBuUp. Npn He06XOAMMOCTU NPUMEHEHNS KOMBUHaLMK
fapyHaBup/puToHaBMpa 04HOBPEMEHHO C cungeHadusioM, BapaeHaduiom nam taganaduiom pasosas no3a cungeHadpuna
He [oJKHa nNpeBbiWwaTh 25 Mr B TevyeHue 48 4, pa3oBas A03a BapAeHaduna He fosmkHa 6biTb 6bonee 2.5 Mr B Te4yeHne 72 4, a
pasoBas Ao3a Taganaguia He Ao/DKHa npeBbiwaTb 10 Mr B TeyeHune 72 4.

PucabyTuH ABnseTcs nHAYKTOPOM 1 cybcTpaTom nsogepmeHToB CYP450. Mpu nsyyeHnn B3anMogencTBmnsa KoMobuHaumm
napyHasup/puToHaBup (600/100 mr 2 pa3sa/cyT) n pugabyTnHa (150 Mr yepe3 geHb) Habnwoaanock ypennyeHme
KOHLLeHTpauum gapyHasumpa Ha 57%. OcHoBbIBasCb Ha Npoguie 6e3onacHOCTN KOMBMHaUMW fapyHaBup/puTOHaBup,
yBefin4yeHne KOHLEeHTpauum gapyHasmpa B npucyTcTeum pudabyTnHa He TpebyeT Koppekumn A03bl 415 KOMBUHaLnn
[apyHaBup/puToHaBup. M3yyeHune B3anMoaeNCcTBNSA NOKa3ano CONMOCTaBMMbIE KOHLIEHTpaLMU Npu NnpuMmeHeHnn pudabyTuHa
B fo3e 300 mr 1 pas/cyT 1 150 Mr yepes feHb B co4eTaHMM ¢ KoMbnHauunen gapyHasmp/putoHasup (600/100 mr 2 pasa/cyT),
a Tak)Xe yBe/nyeHne KoHLeHTpaumm akTusHoro metabonnta 25-0-gesauetnnpmndabytnHa. Npu npymeHeHnn Takown
KoMbuHauum TpebyeTca ymeHblueHne [03bl pucabyTnHa Ha 75% OT 06bI4HON [,03bl 300 MI/CYT 1 NOBbLILWEHHbIA KOHTPOJb
noboyHbIX 3hekToB pucabyTuHa.

WccnepoBaHne B3auMo4eNCTBUS MeXAY NapokceTuHoM (20 mr 1 pas/cyT) nnam ceptpaauHoMm (50 mr 1 pas/cyT) n
KoMburHauwnen papyHasup/puToHasump (400 mr/100 Mr 2 pa3a/cyT) Nokasano, YTO KOHLEHTpaun dapyHaBupa B Njia3Me He
3aBMCenn OT NPUCYTCTBUA CepTpaInHa Ui napokceTuHa. C Apyron CTOPOHbI, B MPUCYTCTBMN KOMBMHaUMN
0apyHaBMp/pMTOHaBMP KOHLLEHTPaLnUM B Naa3Me cepTpasiMHa U NapokceTuHa cHM3MANCb Ha 49% n 39% CooTBETCTBEHHO.
Mpn HeobXxoAMMOCTN OAHOBPEMEHHOI0 NPUMEHEHNS C KOMBMHaUnen pgapyHaBup/puToHaBmp, HeobxoaMMo TUlaTeNbHO
noabmpaTb 803bl CENIEKTUBHbLIX MHFMBMTOPOB 06paTHOrO 3axBaTa CEPOTOHUHA, HA OCHOBAHUN KJIMHNYECKON OLLeHKMN
aHTUAENPECCMBHOIo AeACTBUA. NMOMMMO 3TOro, y NaunMeHToB, NoJlyYatowmx cCTabunbHyo A03y cepTpasnHa unm
MapoKCeTMHa, KOTOPbIX HAYNHAOT Ne4YnTb KoMbuHaunen gapyHasup/puToHaBup, Heo6xoA4NMO BHUMATENIbHO
KOHTPO/INPOBaTb BblPa>XeHHOCTb OCHOBHOIO 3)(heKkTa aHTuaenpeccaHTa.

Ocobble yka3zaHUsA U Mepbl NPeaoCTOPOXKHOCTHU:

C OCTOPOXXHOCTbIO MPUMEHATb Y MAaLMEeHTOB C HaPYLUIEHUAMU YHKLMY NeYeHn, NPy anneprum Ha CyaboHamMuabl (T.K.
[lapyHaBUp COLEPXUT CyNbOHAMUAHYO Fpynny).

NauneHToB HEO6XOANMO NPONHKMOPMNPOBATL O TOM, YTO COBPEMEHHbIE aHTUPETPOBMPYCHbIE NpenapaThbl HE U3J1e4nBaoT
BUY-nHpekuunio n He npenoTepalLatoT nepenadvy BUY. MaumeHTam cnefyeTt pa3bAaCHUTL HEO6X0AMMOCTb cobnogeHmns
COOTBETCTBYIOLLNX Mep NPeaoCTOPOXKHOCTN.

NHpopMaLms o neveHnn KombuHalmen gapyHaBup/pMTOHaBUP NauMeHTOB B BO3pacTe 65 NeT 1 cTaplle BeCbMa orpaHnyeHa.
HeobxoAnMa 0CTOPOXXHOCTb NPU fIe4eHUN AapyHaBUPOM MaLMEHTOB AAaHHON BO3PACTHOM FPyMMbl, MOCKO/LKY Y HUX Yalle
HabnofaeTca ANChHYHKLUNS NeYeHn, OHW Yalle CTpafaloT CoMyTCTBYOWMMMN 3abosieBaHNaMU, 1160 nosyvaoT
COMyTCTBYIOLLYIO TEepanuio.

AbconoTHas 6noAoCTYNHOCTbL MOC/Ie OAHOKPATHOro NpuemMa AapyHasupa B fo3e 600 Mr cocTaBuna NnpumMepHo 37% n
yBenmymnnacb npumMepHo 1o 82% nocse npvema gapyHasupa B KoMbnHauum co 100 Mr putoHasupa 2 pasa/cyT. CyMMapHbIi
3 eKT yny4weHna gapMakoKUHETUHECKNX XapaKTePUCTUK AapyHaBMpa PUTOHAaBUPOM Bblpasunacsa NpMMepHo B 14-kpaTHOM
YBEJIMYEHNN KOHLEHTpaLMn AapyHaBupa B Njasme nocsae nprveMa ofHOM A03bl 3TOro npenapaTta (600 mr) B kKombuHaLum co
100 Mr puToHaBuMpa 2 pa3sa/cyT. [No3TOMy fapyHaBup ciepyeT NPpUMEHSTb TOJIbKO B KOMOuHauum co 100 Mr puToHaBupa ¢
Lenbio oNTUMU3aLnmM MPapMakoOKMHETUKN.

MoBbIWEeHNe yKa3zaHHON A03bl pUTOHaBMPa HE NPUBOANT K 3HAYUMOMY YBEIMYEHUIO KOHLIEHTPaLUU AapyHaBupa B naasMe, u
Nno3TOMYy [03y PUTOHABMPA HE PEKOMEHAYETCS MOoBbIWAT.

Y nauneHToB ¢ 3a60/1€BaHUAMMN NeYeHN, BKIOYALWNMN XPOHNYECKUA aKTUBHbIA renaTuT, BO BPeEMS KOMOBUHVPOBAHHOM
AHTMPETPOBMPYCHOMN TePanumn MOXeT MOBbLILLATLCS YacToTa HaPYLUEHUA (YHKLMM NeYeHn, 1 No3TOMYy HeobxoanmMo
NPOBOANTbL MOHUTOPUHT BUOXUMUYECKUX NMOKAa3aTesell B COOTBETCTBUN CO CTAHAAPTHON NPaKTUKON. Mpun BbISBIEHUN Yy TaKUX
NauneHToB MPU3HAKOB yXyALEeHUS PYHKLUUN NeYeHn neYeHne KoMbuHaunen napyHaBup/puToHaBsmp cneqyet
NPUOCTAHOBUTL WJIN MOJIHOCTLIO OTMEHUTb.

Mo4kn NUrpakT HE3HAYNTENbHYIO POJiIb B KNINpEHCEe AapyHaBUpa, No3ToOMYy y NauneHTOB C 3aboneBaHUAMN Noyek obLmin
KJIMPEHC OapyHaBupa NpakTUYeCcKn He yMeHbluaeTcsa. JapyHaBup v putoHasump obnafaloT BbICOKOM CTEMNEHBIO CBA3bIBAHUSA C
6enkamMun nnasmbl, nosToMy reMmogunanni nan I'IeplATOHeaﬂbelI?l Ananns He urpatoT CyLLI,eCTBeHHOI?I ponn B BbiIBEAEHUN 3TUX
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npenapaToB U3 opraHM3Ma.

UcTouHuK: http://drugs.thead.ru/Darunavir-Tl
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