MHCTPYKLUUA

no MeAULMHCKOMY NMPUMEHEHUIO NieKapCTBEHHOro npenapara

O®ABUPEH3

PeructpauvoHHbIin Homep: J1M-007293

ToproBoe HaumeHoBaHue: OdhaBnpeH3

MexayHapofHoe HenaTeHTOBaHHOE UMK rPyNNMPOBOYHOE HaMMeHOBaHWMe: 3haBrpeH3
JekapcTBeHHas chopma: TabreTku, NOKPbITbIe MIEHOYHON 060MOUKOA

CocraB:

1 1abnetka 100 Mr conepxmT:

[eticmeyrowee sewecmso: achaBmpers — 100,00 mr.

BcriomozamernbHble eewecmea: NakTosbl MOHOTMAPAT (caxap MOMoYHbll) — 41,60 Mr; uennionosa
Mukpokpuctannuyeckas (MKL-102) — 27,40 mr, kpockapmenno3aa Hatpusi — 15,60 mr, noBuaoH-K25 — 6,40 wr,
HaTpust naypuncynbdar — 2,00 mr, marHus cteapar — 2,00 Mr.

Cocmasg 060s104Ku: NONUBUHUNOBBIN cnvpT — 2,50 Mr, Makporon-4000 — 1,25 mr, TutaHa anokeua — 1,05 mr,
KpacuTenb xenesa okena xentbin — 0,20 mr.

1 Tabnertka 200 Mr conepXuT:

Heticmeyrowee sewecmao: achasmpers — 200,00 mr.

BcriomozamernbHble geujecmea: NakTo3bl MOHOrMApart (caxap MomoudHbiil) — 83,20 Mr; uennionosa
Mmukpokpuctannnyeckas (MKL-102) — 54,80 mr, kpockapmennosa Hatpus — 31,20 mr, noBuaoH-K25 —
12,80 mr, HaTpus naypuncynbdart — 4,00 mr, marHus creapart — 4,00 mr.

Cocmas 060104Ku: NONUBUHUNOBBIN cnvpT — 5,00 Mr, Makporon-4000 — 2,50 mr, TuTaHa anokena — 2,10 mr,
KpacuTenb xenesa okevg, kentbid — 0,40 wmr.

1 Tabnetka 300 Mr coOepXmT:

[Heticmeyroujee sewecmeo: achasnpeHs — 300,00 mr.

BcriomozamernbHble 8ewecmea: NakTosbl MoHoruapar (caxap MomnoyHbi) — 124,80 wr; uennionosa
Mukpokpuctannmyeckas (MKL-102) — 82,20 wmr, kpockapmennosa Hatpusi — 46,80 mr, noBugoH-K25 —
19,20 mr, HaTpus naypuncynbdart — 6,00 mr, marHus cteapat — 6,00 mr.

Cocmasg 060104KU: NONNBUHUNOBBIN cnvpT — 7,50 Mr, Makporon-4000 — 3,75 mr, TutaHa anokena — 3,15 mr,
KpacuTenb xenesa okeug, xentbin — 0,60 mr.

1 Tabnetka 400 Mr ConepXmT:

[eticmeyrowee sewecmso: achaBmpers — 400,00 mr.

BcriomozamenbHble eewecmea: nakTo3bl MoHorvapat (caxap MomnoyHeil) — 166,40 wr; uenntonosa
Mukpokpuctannmyeckas (MKL-102) — 109,60 mr, kpockapmennosa Hatpus — 62,40 mr, noBuaoH-K25 —
25,60 mr, HaTpust naypuncynbdar — 8,00 mr, martus creapar — 8,00 Mr.

Cocmae 060s104KU: NONMBMHUNOBLIN cnvpT — 10,00 Mr, Makporon-4000 — 5,00 mr, TuTtaHa anokena — 4,20 mr,
KpacuTenb xenesa okena xentbin — 0,80 mr.

1 Tabnertka 600 Mr conepxmT:

Heticmeyrowee sewecmeo: achaBmpers — 600,00 mr.

BcriomozamernbHble 8ewiecmea: NakTosbl MoHOrMApaT (caxap MOMouHbI) — 249,60 wr; uennionosa
Mukpokpuctannnyeckas (MKLI-102) — 164,40 wr, kpockapmennosa Hatpusi — 93,60 mr, noBuaoH-K25 —
38,40 mr, HaTpusa naypuncynbdat — 12,00 mr, marHus cteapat — 12,00 mr.

Cocmas 060/104KU: NONMBUHUMOBLIN cnvpT — 15,00 Mr, makporon-4000 — 7,50 mr, TtaHa anokena — 6,30 mr,
KpacuTenb xenesa okeua xentbin — 1,20 mr.

OnucaHue:

[Hosuposka 100 me: Kpyrnble ABOSIKOBbIMyKIble TabrneTkn, NOKpbITble MIEHOYHON 0BOMOYKOW XENToro
KOPUYHEBATbIM OTTEHKOM LIBETA, C PUCKON.

Hosuposku 200 me u 300 me: Kpyrnble OBOSIKOBbINYKMble TabneTku, MOKPbITbIE MIIEHOYHON 0BOonoYKon
XENToro ¢ KOpU4HEBAaTLIM OTTEHKOM LiBeTa.

[Hosuposka 400 me: KancynosugHble [BOSIKOBbINYKMblE TabNETKW, MOKPbITble MIEHOYHOW O0BONOYKOM
XKEMNTOro C KOPUYHEBATbLIM OTTEHKOM LIBETA, C PUCKOM.

[Hosuposka 600 me: OBanbHble ABOSKOBbINYKIbIE TAaONETKW, MOKPbITbIE NMEHOYHON OBONOYKON XEeNnToro ¢
KOPUYHEBATbIM OTTEHKOM LIBETA, C PUCKON.

Ha nonepeyHom pa3spese Tabretok BCex AO3MPOBOK: SAPO OT nouTh Geroro Ao 6enoro ¢ po3oBaTtbiM UK
XXEenTOBaTbIM OTTEHKOM LiBeTa.

®dapmakoTepaneBTUYecKas rpynna: npotusosupycHoe [BUY] cpencteo
Kop ATX: JO5AG03

®apmMakornormyeckme CBOWCTBa

®apmakoanHaMuKa

MexaHusm Jdelicmeusi: JdaBupeH3 NpeacTaBnsieT cobGoN HEHyKNeo3naHbIA MHIMGUTOp obpaTHOM
TpaHckpunTtassbl (HHAOT) BUY-1. OdhaBrpeHs ABNSIETCS HEKOHKYPEHTHBIM MHMMbuTopom BY-1 obpatHoi
TpaHckpunTasbl (OT) v cylecTBeHHO He uHMMBUpYeT BUY-2 OT un AHK-nonumepasbl (a, B, y 1 ) kneTok
Yeroseka.

lpomueosupycHasi akmueHocmb: [poTUBOBMPYCHas 3EKTUBHOCTL achaBrpeH3a in vitro oLeHBanach
Ha MMMOBNACTHbIX KMETOYHbIX NIMHUSX, MOHOHYKNEapHbIX KNeTkax neprcepuyeckoil KpoBu 1 KynbTypax
Makpodaros/MoHoLmToB. KoHLeHTpaums adpasrpenaa, Heobxoanmas Ans 90-95% nHrnbuposarms (ICq.es)
LUTaMMOB AVKOTO TWNa Uk TabopaTopHbIX KMMHUYECKUX U30ISITOB, PE3VNCTEHTHBIX K 3MAOBYAMHY, HAXOAUTCS
B npegenax ot 0.46 1o 6.8 Hmonb/n.

Pe3ucmenmHocmb: NpoTMBOBUPYCHAs adeKTUBHOCTb 3haBUPEH3a B KIMETOYHOMN KyrbType B OTHOLLIEHUM
pasHOBWAHOCTE BUpyca ¢ 3aMeHamu amuHokucenot B OT B nonoxeHusx 48, 108, 179, 181 unm 236, a Taicke
B OTHOLUEHWM Pa3HOBWAHOCTEN C 3aMeHaMM aMUHOKUCIOT B npoTtease, Obina aHanorMyHa TakoBoW B
OTHOLUEHMU BWPYCHBIX LUTAMMOB [MKOrO Tuma. EAWHCTBEHHbIMM 3ameHamu, KOTopble NpuBenu K
NOSIBMEHNI0 HanGombLUEl PEe3UCTEHTHOCTM K 3chaBMPeH3y B KMETOYHOW KyrbType, SIBMSIOTCS 3aMeHa
neiunHa Ha usonenumH B nonoxeHun 100 (L1001, 17-22-kpaTHoe yBenuyeHne peancTeHTHOCTM) 1 NM3nHa
Ha acnaparuH B nonoxennn 103 (K103N, 18-33-kpaTHoe yBenuyeHvne pesncTeHTHOCTM). Bonee uem
100-kpaTHOE YMeHbLUEHME BOCMPUMMYMBOCTY BUPYCOB K MpenapaTy Habniopanocb B OTHOLIEHWUW
pasHoBuaHocTenn BUY, akcnpeccupytowwmx 3ameHy K103N B gononHeHue K ApyriM aMMHOKWCHOTHBIM
3ameHam B OT.

3amera K103N sBnsinack Havnbonee yacto Habnoaaemon 3ameHol B OT BUPYCHBIX LUITAMMOB, MOMy4eHHbIX
OT MaLMEHTOB, Y KOTOPbIX Habnioganoch CylecTBEHHOe YBEeNnMYeHWe KOnuyecTBa BMPYCHBLIX YacTul, B
nnasme KpoBW (BO3BpaTHas BMPEMWS) B KIMHWYECKVMX WCCMEAOBaHUSX MPUMEHeHWst acaBupeHsa B
KOMBVHaLMU C MHAWHABMPOM UMM B KOMBWHALMM C 3WOBYAMHOM U NamuByAMHOM. [JaHHas MyTaums
Habniopanack y 90% nauneHToB ¢ HeahtheKTUBHOCTLIO Tepanuu aaBUpeH3oM. Taloke, XoTa U pexe, 1
4acTo TonbKo B KombuHauum ¢ K103N, Habnoganues 3amensl B OT B nonoxenusx 98, 100, 101, 108, 138,
188, 190 1 225. Tun aMMHOKUCNOTHBIX 3amMeH B OT, CBA3aHHbIX C YCTOMYMBOCTBIO K 9haBUPEH3Y, HE 3aBUCEN
OT ApYrvX NPOTUBOBMPYCHbIX NPEenapaToB, MPUMEHSBLUMXCA B KOMBMHALMM C 3dhaBUPEH30M.
lMepekpecmHas pe3ucmeHMHOCMb: U3yveHne npodunent NepekpecTHON PesnCcTeHTHOCTY adhaBMpeHsa,
HeBMpanvHa 1 AenaBupAyHa Ha KIETOYHBIX KyrbTypax nokasarno, Yto 3ameHa K103N npuBoguT k notepe
BocnpuumumBocTH ko BceM Tpem HHWOT. [1Ba M3 Tpex vccrenoBaHHbIX YCTOMUMBBLIX K AenaBUpOvHY
KIMHWYECKNX M30MSTOB Obrajani nepekpecTHoON Pe3nCTEHTHOCTbLIO K achaBUpeH3y 1 copepany 3ameHy
K103N. Tpetwit n3onst, umetowmii 3ameHy B OT B nonoxeHun 236, He obnagan nepekpecTHom
PE3NCTEHTHOCTbIO K 3chaBMPEH3y.

BupycHble 130nsiThl, BblAENeHHbIE 13 MOHOHYKMeapoB nepudepuyeckoi KpoBY NaLMEHTOB, BKITIOYEHHDBIX B
KIMHWYECKUE UCCrefoBaHus adaBrpeH3a, y KoTopbix Tepanusi Gbina HeaddekTvBHa (Bo3BpaTHast
BUpemust), Bbinu nccnenoBaHbl B OTHOLIEHUM BocnpummyneocTy kK HHUOT. TpuHaauaTts M3onsTos, kotopble
npeaBapuTenbHO Bbln OXapakTepuaoBaHbl kak yCToMBbIE K ahaBUPEH3y, Okasarnnch Takoke YCTONYMBLIMU
K HEBUPAMWHY ¥ AeNaBUPAVHY.

OBHapyWnock, YTo NATb M3 3TUX ycTonumBbix K HHAOT nsonstos copepanu 3ameHy K103N unu 3ameHy
BanuHa Ha wmsoneiumH B nonoxeHun 108 (V108l) B OT. Cpeayn npoTeCTMPOBAHHbLIX WM30NATOB MNocne
HeadpheKTUBHON Tepanum AhaBMPEH3OM TPY U30MIsITa OCTaINCh YYBCTBUTENBHBLIMY Kak K 3haBUpeH3y, Tak 1
K HEBUPaNuHY 1 AeNaB1PAVHY, Ha KNETOYHbIX KynbTypax.

BeposiTHOCTb NepeKpecTHON PE3NCTEHTHOCTY Mexay dhaBMPEH30M 1 UHMMBUTOpamu npoTeaskl SBSETCs
HU3KOW BCrEACTBUE pasnuunsi (DepMEHTOB-MULLEHEH. Hannume nepekpecTHON PesUCTEHTHOCTU MexXay
3haBMPEH3OM 1 Hykeo3naHbIMU WHrmbutopamm OT (HUOT) Takoke ManoBeposTHO BCreACcTBIE pasnuyns
Y4YaCTKOB CBSI3bIBaHVS C MULLIEHBIO U MEXaH3MOB AEICTBUSI.

DapmakoKUHeTMKa

BcacbieaHue:

Y 3popoBbix A06POBOMbLEB MakcuManbHas koHueHTpaums (C,.) 9daBuMpeHsa B nnasme Kposw
1,6-9,1 MKMonb/n gocTuranack Yepes 5 4 nocne oAHOKPaTHOTO Npuema BHYTpb npenapara B Aosax ot 100
no 1600 mr. [loso3aBucumoe yBenuyenve C., U nnoLiaamn nog KpUBOM «KOHUEHTpauus - Bpemsi» (AUC)
Habrnioganocb Mpu npueMe npenapata B pgosax fo 1600 wmr; npu 3toM He Habnioganoch
[1030MPOMOPLIMOHANBLHOTO YBENUYEeHUst AaHHbIX MokasaTerieid, noaToMy MOXHO MPeAnonoXuTb, YTO Npu
6oree BbICOKMX [103axX BCacblBaHWe yMeHbLLaeTCs. Bpems JOCTVXeHUs! MakcUMarbHOM KOHLEHTpaLuu B
nnasve kpoBu (3-5 4) He M3MeHsNocb Mocre MHOTOKpPaTHOroO Mpuema npenapaTta, a paBHOBECHas
KOHLIEHTpaLWs B Nnasme KpoBW AocTUranach Yepes 6-7 cyTok.

Y BUY-nHMLMPOBaHHDBIX NALMEHTOB NPU AOCTMXXEHNN PABHOBECHOW KOHLIEHTpaLMW achaBMpeHsa B nnasme
KpOBW cpefHue 3HadeHnst C,,, MUHUManbHoW KoHueHTpauum (C,;,) n AUC 6binv nuHeiiHbl Mpy npueme
200 mr, 400 Mr 1 600 Mr adhaBupeHsa 1 pa3 B cyTku. Y 35 nauueHToB, NpUHUMABLLMX 3haBypeH3 B [o3e
600 mr 1 pa3 B cyTkW, C,,, MPY AOCTUXKEHUM PABHOBECHOMN KOHLIEHTpaLuu coctaensna 12,9+3,7 mkmorb/n,
Cin— 5,6+3,2 mkmonb/n, AUC — 184+73 mMkmonb/n *y.

BnusiHue npuema nuwu Ha ecacbieaHue

Mpu ogHokpaTHOM MpveMe 300poBbIMKM [06pOBONbLaMM acaBupeHsa B fo3e 600 Mr B Buae TabrneTok,
MOKPBITLIX MMEHOYHOV OBONOYKON, BMECTe C MULLEN C BbICOKUM COAEPXaHMeM XWpOB Habnioganoch
yBenuyeHne AUC Ha 28% u C,,, Ha 79% B CpaBHEHUW C AaHHbIMW NokasaTensMy Npu npreMe npenapara
HaToLLaK.

PacnpedeneHue:

OdbaBrpeH3 B BLICOKOW CTENeHU CBsi3biBaeTCsl C Genkamu nnaambl KpoBu (MpubnuantensHo Ha 99,5 -
99,75%), npexpae Bcero ¢ anbbymmHom. Y BUY-nHbMLmpoBaHHbIx nauverTtos (N = 9), koTopble nonyyanu
achaBupeHs B gosax ot 200 go 600 Mr oguH pa3 B CyTkv B TeYeHUe, Mo MeHbLUEN Mepe, OOQHOro MecsiLa,
KOHLIEHTpaLwms adhaBMpeH3a B CIMHHOMO3IOBOW XuakocTh cocTasnsna ot 0,26 Ao 1,19% (8 cpeaHem 0,69%)
OT COOTBETCTBYIOLLEW KOHLEHTPaLUuUM B nnasme kposu. [aHHbI nokasaTenb npubnuantensHo B 3 pasa
NpeBbILLAET KOHLIEHTPALMIO He CBA3aHHOM ¢ 6enkamm (cBoboaHoi) dpakumm achaBnpeH3sa B nnasme KpoBu.
Memabonuam:

KnnHnyeckvie vccnenoBaHust v UCCNEAOBaHUs! in Vitro ¢ WCMOMb3oBaHWEM MUKPOCOM MEYeHW YeroBeka
nokasanu, 4To achaBMpeH3 MeTabonmManpyeTcs rnaBHbIM 06pasom cuctemon uutoxpoma P450 po
TMAPOKCUIMPOBAHHBIX  MPOU3BOAHbIX, KOTOpble 3aTeM CBS3bIBAIOTCA C  [TIIOKYPOHOBOW KWUCIOTON C
06pasoBaHNEM [TIHOKYPOHWAOB. B OCHOBHOM, AaHHble MeTabonuThi HeaKTUBHbI B OTHOLLUEHWM BUY-1.
Wccneposanust in vitro nosBonsioT Npeanonoxutb, 4to msodepmertel CYP3A4 n CYP2B6 sBnstotcs
OCHOBHbIMW 30(hepMeHTaMm, OCYLLIECTBMAIOLLMMI MeTabonnam achaBmpeHsa 1 4To achaBupeH3 MHrMbupyet
n3odepmenTbl 2C9, 2C19 n 3A4 cuctembl umtoxpoma P450. B uccneposanusx in vitro achaBupeH3 He
nHrMbmposan usodepmeHt CYP2E1 u uHrmbmposan usodepmentsl CYP2D6 n CYP1A2 Tombko B
KOHLIGHTPaLWAX, HaMHOrO MpeBbILAOLMX MPUMEHsIeMble B KMWHUYECKON MpakTuke. OKCnoauums
achaBMpeH3a B Nnasme KpoBW MOXET YBENUYNBATLCS Y NaLMEHTOB, TOMO3UIOTHBIX MO MONMMOPU3MY reHa
G516T usodpepmenta CYP2B6. KnuHuyeckasi 3Ha4MMOCTb Takoro M3MEHEHWst HeU3BECTHA, OOHAKO Hemnb3s
UCKIIOYaTh BO3MOXHOCTb BO3PACTaHUS PUCKOB Pa3BUTUSA W YBEMWUYEHWS BbIPAXKEHHOCTW HexenaterbHbIX
peakuuii ahaBmpeHsa.

Bbino nokasaHo, 4to achasupeHs nHayLmpyet nsodepmertsl CYP3A4 n CYP2B6, 4To NPUBOAMT K MHOYKLMK
ero cobCTBEHHOro MeTabonnama, YTO MOXET KIMHUYECKN BblpaxaTbCsi Yy HEeKOTOpbIX MmauueHToB. [pu
MHOrOKpaTHoM npueme adasupeHsa B fo3e 200-400 Mr B CyTkM 300pOBbIMM AOGPOBONbLAMY B TEYEHWE
10 gHeit Habnoganace MeHbluasi CTeneHb Kymynsauun apaBupeHsa (Ha 22-42% Hipke npeanonaraembix
3HayeHwit) 1 Gonee KopoTkWIA Nepuoa nonyebiBeaeHns — 40-55 4 (nepvoa nonyBbIBEAEHWS1 OAHOKPATHOM
[o3bl coctaBnsieT 52-76 4). Tawke Obino nokasaHo, 4TO 3haBMpEH3 WHAOyUMpYeT 130hopmy
1A1 ypuaunHpudocdart-rnokyporunTpaHcdepasbl (YOAP-I T1A1), NoaTOMy KOHLEHTpauus panTerpasvpa,
KoTOpbIN sBNsieTcs cy6cTpatom YAP-I T1A1, B nna3me KpoBuW CHIKAETCs Npu OAHOBPEMEHHOM NPUMEHEHUM
¢ achaBrpeH3oMm.

Hecmotps Ha To, 4TO B MccrnedoBaHusX in vitro acasBupeHs nHrmbuposan msodepmertsl CYP2C9 u
CYP2C19, B wuccnepoBaHuax in vivo Habroganoch Kak MOBbILLEHUE, TaK WM CHWKEHME SKCrosuumm
cy6CTPaToB AaHHbLIX (HEPMEHTOB MPY OLHOBPEMEHHOM MPUMEHEHWN C 3haBUPEH30M. KOHEUHBIA 3chdpekT
[aHHOTO B3aMOAEVICTBUS HE YCTaHOBMEH.

BeigedeHue:

OdbaBrpeH3 MMeeT OTHOCUTENBHO BONbLLIOK NEPUOL NONYBLIBEAEHNS!, KOTOPbIA COCTaBMSET HE MeHee 52 4
nocre npuema ogHoKpaTHou Ao3bl 1 40-55 4 nocne MHOroKpaTHOro NPUMEHEHUS.

MpubnusutensHo 14-34% OT NPUHATON [03bl 3haBMpeH3a BbIBOAWUTCS nodkamu, meHee 1% [03bl
ahaBMpeH3a BbIBOANUTCS MOYKaMM B HEM3MEHEHHOM BUAE.

®apmakoKuHemuKa y ocobbix 2pynn nauueHmos

HapyweHue ¢hyHKuuu nevyeHu

lMpu opHokpaTHOM npueme npenapata Habnoaanock AByKpaTHoE yBenuyeHWe neproaa noryBblBeaeHs!
abaBMpeH3a y OfHOMO MauMeHTa C TSXKENOW CTeneHblo MEeYEeHOMHOM HepgocTatodHocTn (knacc C mo
knaccudmkaumn Yanna-lbto), 4To ykasblBaeT Ha NOBbILLEHHYIO CTeneHb KyMynauum B Takux cnyyasix. [Mpu
MHOTOKpPaTHOM rpueme npenapara He Obifo BbISBMEHO 3HAYMMOTO BIMSHWS MOPAKEHWS MeYeHn Ha
hapMaKkOKMHETUKY 3haBUpEH3a Yy NaLMEHTOB C JErKOW CTeneHblo NeYEHOMHON HEQOCTaTOMHOCTH (Knacc A
no knaccvdukaumn Yanna-Tbo) No cpaBHEHMIO C NaLMeHTaMM KOHTPOMBHOM rpynnbl. B HacTosiLwee Bpems
HET [OCTaTOMHbIX AaHHbIX, YTOBbl cAenaTb BbIBOA O TOM, BAVSIOT JIM CPEOHSi U Tsbkenasi CTeneHb
neYeHoYHON HepocTatodHocTn (knacc B m C no knaccudmkaumm Yanng-Tbio) Ha dapMakokMHETUKY
achaBupeH3a (cM. pasaen «C 0CTOPOXHOCTBION).

HapyweHue ¢byHKkyuu novex

dapmakok1HeTHKa achaBMpeH3a y NaLMeHTOB C MOYEYHON HEJOCTAaTOYHOCTBIO He N3yvanack, O4HaKo B CBA3M
C Tem, 4TO B HEM3MEHEeHHOM Buae nodkamu Bbiaensetcs MeHee 1% [03bl ahaBMpeHsa, HapylueHue
hyHKLMM NOYeK He AOMKHO OKasbiBaTb CyLLECTBEHHOTO BIMSHWSA Ha BbiBefeHue adaBupeHsa (CM. pasgen
«Ocobble ykazaHus»).

on u pacosas npuHadnexHocms

Y MY>XUMH Y KEHLLMH, a Taloke y NauMeHTOB pasniniHON PacoBO NPUHAANEXHOCTM, (hapMakoKMHETUYECKMe
napameTpbl ahaBnpeH3a cxogHble.

Moxurbie mayueHms!

Kakux-nm6o hapMakoKUHETUHECKUX Pa3rinyniA y naumeHToB 65 neT v ctaplue 1 6ornee MonoabIX NaLMeHToB
He BbISIBMEHO, XOTH KMMHUYECKME MCCreaoBaHns adaBrpeHsa He BKIHOYanM [OCTAaTOMHOro KonnyecTsa
naLueHToB 65 net n cTaplue.

LHemu

MpumeHeHne acbaBnpeHaa y AeTeli B BO3pacTe A0 3 MeCSILIEB UM C BECOM MeHee 3,5 Kr He n3yyanoch.
dapmaKkoKMHeTYeckne nokasatenu adaBupeHsa y [aeTeit U B3poCrbiX Obimv cxoxumn. 49 peteit,
nony4yasLUMX 403y adhaBnpeHsa, akBrBaneHTHyto 600 Mr (0o3a paccunTbiBanach UCXoas M3 Macchl Tena),
C..ax cOCTaBuMa 14.1 mkmons/n, C;, - 5.6 mkmons/n n AUC- 216 Mkmons/m*y.

Moka3aHusA K NPUMEHeHUIo
B cocraBe KOMOMHMPOBAHHOW MPOTMBOBMPYCHOW Tepanuu AN MeYeHnst B3POCHbIX, NOAPOCTKOB W AeTel,
VHMLMPOBaHHBIX BUPYCOM MMMYHoZeduLmMTa Yenoseka (BAY-1).

MpotuBonokasaHus

- INepUyBCTBUATENBHOCTB K 3chaBUpeH3y 1 k Ntobomy ApyroMy KOMMOHEHTY npenapara;

- TshKenas CTeneHb MEYEHOYHON HEeQO0CTaTOMHOCTW ((PYHKUMOHanbHbIN knacc C no  knaccudmkaumm
Yannp-Meto) (cm. paspensl «Papmakornornyeckne cBoicTBa» M «®PapmakokvHeTka y ocobbix rpymnn

nauvieHToBY);

- AeTV MnagLue 3 neT 1 ¢ maccoii Tena meHee 13 kr;

- OHOBpPEMEHHOE MpUMeHeHWe C TepdeHagnHOM, acTemu3onoMm, LM3anpuaoM,  Muaa3onamom,
TpuasonamoM, numo3auaoM, Genpugunom,  ankanougamu - CropblHbM - (Hanpumep,  9pProTamuH,

[UrMAPO3ProTaMiH, SPrOHOBUH MMM METWUIIOPrOHOBMH), MOCKOMbKY KOHKYPEHTHOEe  B3aumopelicTeue
achaBupeH3a ¢ um3odepmeHTom CYP3A4 MOXET npuBECTM K MofdaBneHuto meTabonuama  [AaHHbIX
npenapaToB W MOSIBMEHUI0 MPEANOCHLINOK A BO3HWKHOBEHWSI CEPLE3HbIX WWMM YrPOXAIOLLMX HKWU3HM
HeXenaTenbHbIX SABNEHWUA (Hanpumep, apuTMu1, ANUTENbLHOMY CefaTMBHOMY 3eKTy WM yrHETEHWo
[bIxaHus) (cM. pasnen «B3aumopeinctame ¢ apyrumm nekapcTBEHHbIMU CPEACTBAMMY );

- OHOBPEMEHHOE  MPUMEHEHWE C  NpenapaTtamu/npodykTamu — PacTUTENbHOTO  MPOWUCXOXOEHMS,
cofepxaLummm 38epoboi NpoabIpsBneHHbIn (Hypericum perforatum), NOCKOMbKY CHUXAETCH KOHLEHTpaLms
ahbaBMpeH3a B nnasMe KPoOBMW W, kak CreACTBUe, KNMHUYECKUn adcekT (cM. pasaen «BaanmopgeiicTeue ¢
[OpYrIMy NeKapCTBEHHBIMU CPEACTBAMMY);

- OHOBPEMEHHbI NMPUEeM C rpa3onpeBMpOM/anbacBMpoM U3-3a OKUAAEMOTO 3HAYUTENBHOTO CHIDKEHWS!
KOHLIEHTpaLmu B nnia3me KpoBw rpasonpesupa u anbacsupa. 1ot achekT BOHUKAET BCIEACTBUE TOr0, 4TO
adpaBupeH3 nHayumpyet nsodepmeHt CYP3A4 unu rnukonpotenH P (P-gp), 4TO npvBOAMT K notepe
BUPYCOMOMMYECKOi aKTUBHOCTU (TepaneBTuyeckoro adhdekTa) rpasonpesmpa/anbacemnpa;

- Ha3Ha4eHve npenapara naumeHTam:

*MpU HamMuMM B CEMEWHOM aHaMHE3e CryYaeB BHE3anHOW CMepTU WM BPOXAEHHOTO YANMHEHWS
nHTepBana QTc Ha anekTpokapavorpaMMe U ApYrux KIMMHUYECKUX COCTOSIHWIA, COMPOBOX/AAIOLLMXCS
yanuHeHvem nntepsana QTc;

* C KIMMHUYECKUMM MPOSIBIEHWSIMW apUTMUM CepALa UMW C KIMHUYECKU 3HaYMMOi Bpagukapauei unm
XPOHWNYECKON CEepAEYHON HeOCTaTOMHOCTBIO CO CHUKEHHOM (hpaKLmeii Bbibpoca NeBoro xenyaoyka B
aHamHese;

*C TSXENbIMU  HapyLIEHUSIMU
rMnomMarHmemMment;

- OOHOBPEMEHHbI MpWeM C Mnpenapatamy, Bbi3blBalOWMMK yanMHeHWe uHTepana QTc (npenapatbl €
apuTMOreHHbIM adpdekTom):

* aHTMapuTMMYeckue npenaparbl knaccos 1A n il

* HeMpONEenTUKW, aHTUAENPECCaHTb;

* HEKOTOpble aHTUOMOTVKKW, BKIOYas Mpenapartbl, OTHOCALLMECS K CriedytoLyM Kraccam: Makponuabl,
(PTOPXVHOMOHBI, NPOTMBOTPUOKOBbIE NpenapaThl KNaccoB «MPOM3BOAHbIE MMIAA30Ma U Tpuasonay;

* HEKOTOpble HeceaaTVBHbIE aHTUIMCTaMUHHbIE Npenapatbl (TepdeHaavH, acTeMuson);

* uu3anpug;

* conekanHug;

* HEKOTOpble NPOTUBOMAnNSIPUHBIE Npenaparbl;

* METa/I0H;

- AedmumMT NakTasbl, HEMEePEeHOCUMOCTb NMaKTO3bI, MMIOKO30-ranakTo3Has Manbabcopbuys.

anekTpormTHoro  GanaHca, Hanmpumep,  runokanvemven  unu

C OCTOPOXHOCTbIO

- NAUMEHTLI, UMEIOLLE B aHaMHe3e MNcyxmaTpyuieckne paccTpoicTBa, HaxoadaTCst B rpynne MoBbILLEHHOro
pucka Mo pa3BUTUIO CepPbE3HbIX HeXenaTenbHbIX PeakLyii CO CTOPOHbI MCUXMKY;

- NAUMEHTbl C MEYEHOYHON HEeLOCTaTOMHOCTBbIO NMErkoW W cpegHen cTeneHw Tshkectw (knacc A m B no
knaccudmkaumm Yanna-Meto);

- MauMeHTbI, UMetoLLMe Cyaoporu (B TOM YMCre U B aHaMHe3e);

- MauueHTbl, Momnyyarolme COMyTCTBYIOLME MPOTMBOCYAOPOXHbIE CPEACTBA C  MPEUMYLLECTBEHHBIM
MeTabonm3Mom B MeYeHu, Takve kak peHUTouH, kapbamasenuH, deHobapbuTan, BanbnpoeBast KUCMoTa,
BUrabaTpuH (Heo6XoaMMO OCYLLECTBNATL NEPUOANYECKUIA KOHTPOMb KOHLEHTPALWIA B KPOBK);

- OHOBPEMEHHOE NMPUMEHEHME C AAapYHABUPOM, apTeMETePOM/IyMethaHTPUHOM;

- He peKoMeHAyeTCs OfHOBPEMEHHOE NMpUMeHeHne ahaBMpeH3a C BennatacBMpom/codocOyBMpom mnm ¢
BennatacaMpom/Bokcunanpesmpom/codoctyBnpom;

- OIHOBPEMEHHOE MPUMEHEHME ahaBMpeEH3a C rnekanpesrpoM/MMBpeHTacBUPOM.

MpumeHeHne Npyu 6epeMeHHOCTU 1 B NepuoA rpyAHOro BCKapMiuBaHus

Mpy neyeHun acdhaBnpeH3omM cneayet nberatb HacTynneHus 6epemeHHocTy. Heobxoaumo vcnonb3oBaTb
HapexHble MeTofbl GapbepHON KOHTpauenuuM B COYETaHMM C ApyriMM MeTojamm (B TOM uwucne
nepoparbHble UN1 Apyre ropMoHarnbHbIe KOHTpaLenTuBbl). MockonbKy adhaBuMpeH3 UMeeT AnUTemnbHbIN
nepvos nonysbIBeAeHWs!, HEOOXOAMMO UCMONb30BaTh HafeXHbIE MeTOfb! KOHTPALENUUM Ha MPOTSHKEHUM
12 Hemenb nocne npekpalleHust neveHusi adhaBupeHsom. [lepen HavanoMm nedeHust 3haBUPEH30M
KEHLLWHbI, CMOCOBHbIE K AETOPOXOEHIO, AOMKHBI MPOITM TECT Ha BepemMeHHOCTb. daBnpeHs He criesyeT
NPUMEHSITb BO BpeMsi GEpeMEHHOCTU, 3a UCKITHOYEHMEM CIy4aeB, Kora noTeHumanbHas nonb3a Anst Matepu
npeBbILLIAeT BO3MOXHbIA PUCK ANS NNoAa U HET APYrvX anbTepHaTUBHbBIX METOAOB NedeHnst. Ecnv sxeHwmHa
NpUHUMaET ahaBMPEH3 BO BPeMsi NEPBOro TPUMECTpa GepeMeHHOCTV unu GepemMeHHOCTb HacTynaeT BO
BpeMSs IPUMEHEHNS 3haBMPeH3a, OHa JOMKHAa ObITb NpedynpexaeHa o NoTeHUManbHOM Bpeae Ans nroja.
He npoBoannock anekeaTHbIX 1 KOHTPOMMPYEMBIX KIMHUYECKUX UCCTefoBaHuUii ¢ y4actuem bepeMeHHbIX. B
NoCTpervcTpaumnoHHoM nepuioge Gbinu nonyyeHbl CoOBLLEHUS O MPUMEHEHUM 3haBUpeH3a B cocTaBe
KOMOWHMPOBaHHON aHTUpeTpoBUpycHon Tepanun (APBT) B nepBom TpumecTpe 6GepemeHHocTU. He
coobLlanock 0 HanmuuMn cneumdguryeckmx 0CcobeHHOCTeN (YBEMWYEHUS 4acTOTbl) MOPOKOB Pas3BUTUS Y
HOBOPOXAEHHBIX. TONMBbKO HECKONBKO COOBLLEHMIN copeparni MHGopMaLmio O Cryyasx passuTus AedekToB
HepBHOW  TpyOKW, BKMOYas  MeHWHromuenouene. BomnblUMHCTBO — AaHHbIX — COOGLUEHUA  Obinu
PETPOCNEKTUBHBIMM, U MPUYMHHO-CIEACTBEHHAs CBA3b He Obina usyyena.

Bbino nokasaHo, 4To ahaBMpeH3 BbIAENSETCH C rPyAHLIM MOSIOKOM KOPMSILUMX JKEHLUMH. He umeertcs
[OCTaTOMHOWM MHGopMaumn O AeicTBUM 3haBUpPEH3a Ha HOBOPOXAEHHbIX WM MnafeHUeB. XKeHwmHam,
NPUHUMAIOLLMM 3chaBMPEH3 B NMepuoA NakTauumn, KopMIieHue rpyablo He pekoMeHayetcs. Bo nsbexaHue
nepegau BUY Hu npu kakux obctositenscrtBax BUY-uHMLMpOBaHHBEIM MaTepsiM He pekomeHayeTcs
KOPMUTb IpyabHo.

Cnoco6 npumeHeHus 1 [A03bl

BHyTpb. PekomeHayeTcs npuHuMaTh npenapar nepes cHoM Hatoluak. Mprem npenapara Bo Bpemsi npuema
MUY MOXET YBENMWUUTb IKCMO3NLMIO 3paBMpeH3a B KPOBM U MPUBECTM K MOBBILUEHWIO YacTOThbI
HexenartenbHbIX peakLyit.

Tepanuio npenapatom SdaBrpeH3 JOMKEH HasHa4aTb BpaY, MMELLMIA onbIT nevexns BUY-uHdbekumm.
Mpenapar OdaBupeH3 [OMKEeH HasHayaTbCd B KOMOWHaUMWM C  ApYrMUA  @HTUPETPOBUPYCHBIMU
neKapcTBEHHbIMW CPeaCTBaMu.

B3pocnble

Mpenapar OdhaBnpeH3 HasHayaeTcst B kombuHauum ¢ HAOT ciunm 6e3 uHrubutopa npoteassl BUY no
600 mr 1 pa3 B cyTku.

Koppekuyus 003

Ecnun npenapat OdaBrpeH3 NpuMeHseTcs OQHOBPEMEHHO C BOPUKOHA30MIOM, 033 BOPVKOHA30Ma A0ImKHa
6bITb yBenuueHa Ao 400 Mr 2 pasa B CyTku, a Ao3a npenapara dpaBupeH3 [omkHa BbiTb yMeHbLUeHa Ha
50%, To ecTb 4o 300 Mmr 1 pa3 B cyTku. [Nocne npekpaLleHns Tepanm BOPUKOHA30MOM JOIMKHa MPUMEHATLCA
nepBoHaYasnbHas Ao3a adasvpeHsa (600 mr) (cm. pasaen «BaaumopelictBue ¢ ApyrviMm NeKapCTBEHHbIMM
cpeacTBaMmy).

Ecnu npenapat 3daBrpeH3 npuMeHsieTcss 0QHOBPEMEHHO C prdhamMnULMHOM Y NaLMEHTOB C Maccow Tena
50 kr 1 Gonee, MoxeT notpeboBaTbCs yBenuyeHne Ao3bl npenapara dpasmpens Ao 800 Mr 1 pa3 B CyTku
(cm. pasnen «BaanMopeiicTBre ¢ ApYrMmM NeKapCTBEHHBIMU CPEACTBAMMY).

OeTtv ot 3 net

Mpenapat AchaBnpeH3 HasHa4aeTcs B KOMOUHaLMK ¢ MHrMbuTopom npoteadsl BAY wiunu HAOT. [ns netein
oT 3 neT [03bl NoAGMPaloTCA B 3aBUCMMOCTI OT Macchl Tena (cM. Tab. 1). Mpenapat SdaBrpeH3 MoxeTt
HasHa4aTbCs TOMNbKO TEM [IETSIM, KOTOPbIE MOryT NpornaTbiBaTk TabneTkn. besonacHocTb 1 3heKTVBHOCTb
npuMeHeHnst npenapara OdaBupeH3 y feTel Mmnafwe 3 neT WM maccoi Terma MeHee 13 kr He
YCTaHOBIEHbI.

Tabnuua 1
[lo3bl Ans aeTten Npy HasHaveHUM npenapara AhaBupeHs 1 pas B CyTku

Macca Tena, kr [osa npenapara 3cdaBupeHs, Mr
or13-po<15 200
ot 15-p00<20 250
or20-p0<25 300
oT125-[00<325 350
or 32,5-n00<40 400
ot 40 n 6onee 600

MaumeHTbI C NOYEYHOW HEAOCTATOYHOCTBIO

®dapmakoKvHeTVKa achaBMpeH3a Y NaLeHTOB C NOYEYHON HEAOCTaTOYHOCTbIO He U3yyanach, OAHaKo B CBA3M
C TEM, YTO B HEM3MEHEHHOM BUAEe Movkamu BbidensieTcst MeHee 1% [03bl dhaBMpeHsa, HapyLueHue
DYHKLIMM NOYEK He JOMKHO OKa3blBaTb CYLLECTBEHHOTO BMMSHUSA Ha BbiBeeHWe aaBmpeHaa (M. pasgen
«Ocobble ykazaHus»).

MauuneHTbI ¢ NneYeHO4YHOM He[OCTaTOYHOCTLIO

Y nauueHToB C 3aborneBaHMSMM MEYEeHU NErkon CTeneHW TsHKeCTW He TpebyeTcs u3MeHeHue [03bl
acbaBupeHsa. [pu 3TOM MaumeHTbl AOMKHbI TLIATEeNbHO Habnioaatbes Ha npeameT BO3HWUKHOBEHWS
HexenaTenbHbIX peakuyii, 0COBEHHO CO CTOPOHbLI HEPBHOM cUCTEMBI (CM. pa3aen «Ocobble ykasaHus»).

He pekomeHpyeTcsi npumeHeHwe npenapara y NaUMEHTOB C MEYEHOYHOW HEeJOCTaTOYHOCTLIO CpeaHel
CTENeHMN TSHKECTH, MOCKOMbKY Ha JaHHBIA MOMEHT HE[OCTAaTOMHO AaHHbIX, YTODbI YCTaHOBUTL, HyXHa N B
TaKyX Cryqasix KoppekLmsi A03bl.

Mo6ouHoe aelcTeue

B uernom achaBMpeH3 XOpOLIO MEPEHOCUTCS B KMWMHUYECKUX UCCreaoBaHusix. B nogrpynne nauueHTos,
NpuHUMaBLLMX 3dhaBnpeH3 B Ao3e 600 Mr 1 pa3 B CyTkM B KOMOUHALMK ¢ MHrMbuTOpamm npoteassl BAY
wiunn HAOT, HanBonee YacTbiMm (N0 MeHbLLeN Mepe Y 5% naumeHToB) HexenaTernbHbIMU PeakLUMsMU Kak
MUHUMYM CPeAHeN TSxeCTU Bbinm koxHas cbinb (11,6%), ronosokpysxerne (8,5%), TowHota (8%), ronosHas
60nb (5,7%) v NoBbILLEHHAsA YTOMSEMOCTb (5,5%).

Hanbonee 3ameTHbIMM HexenaTernbHbIMIA ABMEHUSMY, CBA3AHHBIMI C MPUEeMOM 3aBMpeH3a, SBNsncL
KOXHasi Chiflb U CUMMTOMbI CO CTOPOHbI HEPBHOW CUCTEMBI. CUMMTOMbI CO CTOPOHbI HEPBHOW CUCTEMbI
06bI4HO NOSBMANMCL BCKOPE MOCHe Havana Tepaniu 1, kak NpaBuio, uc4esanu nocrne nepebix 2-4 Hepernb
Tepanuu. Takke y NaUMEeHTOB, NPUHUMABLUMX 3haBUpeHs, Habnioganuch TSKeNble peakLy cO CTOPOHbI
KOXW, Takue kak cuHapom CTuBeHca-[KOHCOHa M MHOrodhopMHast aKCCyAaTUBHAsH 3pUTEMaA; HapyLUEHUs!
NCVXVKY, BKITIOYas TSHKENy'o Aenpeccumio, CMepTb BCeACTBME Cyuumaa 1 ncmxosonofobHoe noeeaeHue, a
Taioke CyAopoxHble npunaaku. Mpu npuMeHeHnn npenapata SchaBupeH3 OAHOBPEMEHHO C MULLEN MOXeET
YBENUYMBATLCS CUCTEMHAsi AKCMO3WLMS 3chaBUpeH3a, YTO MOXET MPUBOAUTL K YBEMUYEHMIO 4acToThbl
HexenaTtenbHbIx peakuuii (cM. pasaen «Ocobble ykasaHus).

Mpochunb GesonacHoCT MpW ANUTENbHON Tepanuu, BKoYaBlUed ddhaBUpeHs, OLEeHMBanNWM B Xode
KOHTPOINMPYEMOrO MCCreAoBaHusi, B KOTOPOM MaLMeHTbl MpuHUManu nnbo adaBupeHs + 3vpoByauH +
namuByavH B TeveHne 180 Hepenb, 6o adhaBrpeHs + nHANHaBMP B TedeHne 102 Hedenb, TG0 UHAMHABKP
+ 310BYAVH + NaMMBYAVH B TedeHe 76 Heaenb. [nuTenbHoe NpyMeHeHve acaBupeHsa B xoae AaHHOro
1CCreaoBaHus He CONPOBOXAANOCh MOSIBMEHNEM KakuxX-NMGO HOBbIX AaHHbIX Mo 6e30mnacHOCTU.

Hwxe npuBeneHbl CpeoHETSKENble U TsKeNble HexenarenbHble peakuyy, B OTHOLLEHWW KOTOpbIX Obina
YCTaHOBMIEHa BO3MOXHAs MPUYMHHO-CIEACTBEHHAA CBA3b C MPUMEHSIBLUMMCS PeXUMOM Tepanun (no
MHEHWIO 1CCriefoBaTens) U Kotopble Habmoganucb B Xode KMMHUYECKUX UCCRefoBaHWUi ddaBupeHsa,
NPUMEHSIBLLIErOCS B PeKOMEHA0BaHHOI 403€ B cocTaBe KOMOGMHMpoBaHHo APBT.

KypcuBom  BbloeneHbl — HexenaterbHble — SIBMIEHUsl,  koTopble  ObinM  3aperucTpupoBaHbl B
NOCTPErNCTPALMOHHbIV Nepyoa NpUMEHeHNs 3chaBMpeH3a B CoCTaBe KOMOVMHMPOBaHHOM Tepanuu. Yactota
HexenaTenbHbIX SBMEHWIA NpuBeAeHa Mo creaytoLLelt knaccudmkaLmm: odeHb YacTo (21/10); vacto (21/100,
<1/10); HevacTo (= 1/1000, <1/100); peako (= 1/10000, <1/1000); o4eHb peako (<1/10000).

HapyuwieHusi co cmopoHbI UMMYHHOU CUCMEeMbI: HE4aCcTo - TUMepYyBCTBUTENBHOCTb.

HapyweHusi co cmopoHbl 06MeHa eeujecme U MUMaHusi: YacTo — rMNepTpurnuLepuaemMmus™; HedacTo —
runepxonecTepuHemMms™.

HapyweHus ncuxuku: 4acTo - naTonornyeckve cHoBuaeHus, BecrnokoicTBo, Aenpeccysi, 6eccoHHnLa™;
HEYacTo - CKIMOHHOCTb K alpdhekTy, arpeCcCMBHOCTb, CMYTAHHOCTb CO3HAHWS, HACTPOEHME CO CKITOHHOCTBIO K
aiichopum, ranniouMHaLMK, MaHus, napaHouaarnbHoe MoBefdeHue, Mcuxo3', cyvumparbHas MonbiTka,
cyvumaanbHble HamepeHws; peako — 6ped”, Hegpos”, cmepmb 8cnedcmeue cyuyuda™.

HapyweHusi co cmopoHbl HEP8HOU CUCMEMbI: YacTO - HapyWeHUs MO3Xe4Kosol KoopduHauyuu u
pagHosecusi', paccTporcTBO BHUMaHWst (3,6%), ronoBokpyxeHue (8,5%), ronoeHble 6Gomn (5,7%),
COHNMBOCTb (2%)*; HeYacTo - TPEBOXHOE BO3DYXOEHWE, aMHE3Usl, aTakCusl, HapyLleHue KOOpAvHaLuM
[BVKEHWI, CyAOPOrM, HapyLLEHNEe MbILLNEHNs, mpemop’.

HapyuweHusi co cmopoHbI op2aHa 3peHUs: HEHaCTO - HEYETKOCTb 3PUTENHOMO BOCMIPUATUS.
HapyweHusi co cmopoHbl op2aHa c/lyXa U J1abupUHMHbIe HapyWeHUs: HeYacTo - Wym e ywax',
BEPTHIO.

HapyuweHusi co cmopoHbI cocyd08: HeHacTo - «pUIIUBbI» KPO8U K KoXe fuya’.

HapyuweHusi co cmopoHbI esly004HO-KUWEeYHO020 mpakma: 4acto - 6onm B XvBoTe, Anapes, TOLHOTa,
PBOTa; HEYACTO - NaHKPeaTuT.

HapyweHusi co cmopoHb! MeYeHU U Ke4yeebiodsujuX mymel: 4acto - MOBbILUEHWE aKTUBHOCTU
acnapTataMmvHoTpaHcdepasbl (ACT), anaHMHaMmnHoTpaHcdepasbl (ANT)* n
ramma-rnytamunTtpaHceepasbl  (FTT)*;  HeyacTo - OCTpbIi  renatuT; peako -  MeYeHoqHasi
Hedocmamo4yHocmb ™.

HapyuweHusi co cmopoHbI KOXU U MOGKOXKHbIX MKaHel: O4eHb 4acTo - KokHas cbinb (11,6%)*; vacTo -
KOXHBIN 3y[; HEYACTO - MHOrOOpMHas 3KCCyAaTVBHasA dpuTema, cuHApoM CTuBeHca-[koHCOHa™; peaKo -
chomoannepaudeckuli depmamum’.

HapyuwieHusi co cmopoHbI 10/108bIX 0P2aHO8 U MOJIOYHOU JKesle3bl: HEYacTO - TMHEKOMACTHS.

O6wue paccmpoticmea: 4acTo - MOBbILLEHHas YTOMIAEMOCTb.

* - Gonee noapobHOe OMMCaHNe CM. HKE.

' — [aHHble HexenarterbHble peakuuu Obinv 3aperucTpupoBaHbl B MOCTPErMCTPALIMOHHBIA Nepuos
HabnlofeHVs:; 4acToTy 3TVX peakLmii onpeaensnm, Ucnornb3ys AaHHble, NonyYeHHbIe B xoae 16 KnH1Jecknx
vccnenoBaHwid (ydacteoBanu 3969 naumeHTos).

" — 3TV HexenarenbHble peakumy Bbinn 3adMKCMpoBaHbl B MOCTPETMCTPALMOHHOM nepuoae HabnoaeHns,
OfHaKO y NaLWeHTOB, MPWHUMABLLMX 3PaBMpeH3 B xofe 16 KMMHWYECKUX WCCNEROBaHWA, O HUX He
cooblanocb kak O SBMEHUsX, CBS3aHHbIX C MpUMeHeHreM acbaBupeHsa. B cooteetcTBMM C
Krnaccudvkaument no yactore at1 NoboyHble ABNeHUs Obinu pacLeHeHbl kak HabnogaBLumecs «peako» (Ha
OCHOBaHUM OLIEHKN BepxHel rpaHuLlpl 95% AoBepuTensHOro uHTepBana Ans 0 sBMeHW B pacyeTe Ha
KONMMYECTBO MaLMEHTOB, MPUHUMABLLMX 3haBMPEH3 B XOAE€ YKal3aHHbIX KIMHWYECKVUX WMCCreaoBaHuit
(n =3969)).

OnucaHue oTAeNbHbIX HexenaTenbHbIX ABNEeHUA

KoxHas cbinb. B xoaoe KIMHWYECKUX MCCMEAOBaHUI KOXHas Cbinb Habnioganac y 26% nauueHTos,
npyHUMaBLLKX 3paBrpeH3 B Ao3e 600 Mr, o cpaBHEHMIO € 17% NauMeHToB B KOHTPOMbHbLIX rpynnax. Y 18%
NaLMeHTOB KOXHas CbiMb Obina cBA3aHa ¢ npuemom adaBupeH3sa, Npu 3Tom y 1,7% naumeHToB npuem
npenapata Obin npekpalieH M3-3a MOSIBMIEHUS KOXHOWM cbinu. YactoTa passuTUS MHOTOCHOPMHOM
3KCCyAaTUBHOWM 3puTeMbl 1 cuHapoma CTuseHca - [xoHcoHa coctasuna npumepHo 0,1%.

Cry4an KOKHOW Cbinv 3aperncTpupoBaHbl y 59 s 182 peteit (32%), nonyyaBLumnx neveHne adhaBUpeH3om B
3 KIMHUYECKMX WCCeaoBaHusX cpeaHel npoporkuTenbHocTblo 123 Hepenu. Y 6 getelt cbinb Gbina
Tshkenon. [lepes Havanom Tepanuu 3baBuMpeH3OM Yy OeTel UM MOXeT OblTb  pekoMeHgoBaHa
COOTBETCTBYIOLLAA aHTUIMCTaMWHHas Tepanust B kadecTse npodmnaktukv. OBbl4HO passuBatoTcst cnabo
UM YMEPEHHO BbIpaXeHHble MakynonarnyresHble KOXHbIe BbIChiNaHWsi, KOTOpble NOSIBMSIOTCA B TeYeHue
nepBbIX [BYX Hedernb rocre Havana Tepanuu aaBrpeH3oM. Y GOrbLUMHCTBA MALMEHTOB KOXHAs Cbirb
ncYe3aeT npu NpoACIDKEHUN Tepaniv 3dhaBUPEH30M B TeYeHne 0pHOro Mecsaua. OdaBupeH3 MOXeT ObiTb
NOBTOPHO Ha3HaYeH MaLWeHTaM, KOTopble MPeKpaTUin ero NMpuem W3-3a MOSIBIEHUs KOXHOW cbinu. [Mpu
BO30GHOBMEHNW Tepanun achaBUPEH30M PEKOMEHAYETCS Takoke MPUHUMATL COOTBETCTBYIOLLME BriokaTopbl
H,-rmctamMmmnHoBbIX peLienTopoB /Wi rMIOKOKOPTUKOCTEPOMABI.

MmeeTcst orpaHnyeHHbIii OMbIT NpUMeHeHNst acbaBupeH3a Yy MauMeHToB, KOTOpble MpekpaTunu Tepanuio

OPYrUMW @HTUPETPOBUPYCHbIMM Npenapatamu 13 rpynnsl HHAOT. YacToTa peumavBa KOXHO Cbinu nocne
nepexofa C Tepanuu HEBMPaNMHOM Ha Tepanuio 3aBUPEH3OM, B OCHOBHOM OLEHEHHas Mo
ony6nnkoBaHHbIM PETPOCMEKTUBHLIM AaHHbIM, cocTaBina ot 13% Ao 18%, u conocTaBuMa € YacTOTOM,
BbISIBMEHHON Y MaLMEHTOB, NPUHUMABLUMX 3haBUpPEeH3 B XOLE KMWHWYECKUX UCCRedoBaHUi (CM. pasden
«Ocobble ykasaHus»).

CuMnmombI ¢o CMOPOHBI MCUXUKU. Y HEKOTOPbIX NaLMEHTOB, NPUHUMABLLWX 3daBupeHs, Habnopanucs
cepbesHble HexenaternbHble SIBMIEHWS CO CTOPOHbI MCUXVKW. B KOHTpOnMpyemblX —KiMHUYECKUX
MCCINEAOBaHNAX YacToTa BO3HUKHOBEHUS OTAENbHbIX CEepPbe3HbIX HexenaTerbHbIX SBMEHUA CO CTOPOHbI
nouxukn  Bbina  crnepyloweii:  Tsxenas paenpeccus 1,6% B rpynne  NauMeHTOB, MPUHWMABLLMX
koM6uHupoBaHHyto APBT ¢ adasupersom n 0,6% B KOHTPOMbHOW rpynne MauMeHTOB; CyuumpanbHble
HamepeHus 0,6% u 0,3%; cyuumpanbHble nonbiTkn 6e3 netansHoro ucxoga 0,4% u 0%; arpeccuBHoe
noeeaenve 0,4% un 0,3%; napaHouaanbHble peakuun 0,4% v 0,3%; MaHuakanbHble peakumm 0,1% 1 0%,
COOTBETCTBEHHO.

MaumeHTbI, MetoLLMe B aHaMHe3e MCUXMYECKe PaccTPOCTBA, HAXOASATCS B rpynne MOBbILEHHOMO pycka
No pasBUTUIO [aHHBLIX CEpbe3HbIX HeXenaTernbHbIX SBMEHUA CO CTOPOHbI MCUXWKU C  4acTOTOM
BO3HUKHOBEHMS! KaXXOrO W3 BblLLenepedmncrnieHHblx seneHui ot 0,3% ans MaHnakanbHbIx peakumii Ao 2,0%
NS THKENOW Aenpeccu 1 cynumaanbHbIX HaMepeHUin. Takke B MOCTPErvicTPaLIMOHHOM Neproae nomnyyeHsb!
coobLLeHust 0 cryyasx CMepTu B pesynbrate cyuumaa, 6pefoBbix paccTpoiicTBax 1 NcMxo3onofobHOM
noBefeHNN.

CuMnmombI cO CMOPOHbLI HEPEHOU cucmeMbl. Y NaUYEHTOB, NPUHUMAaBLLKX 3chaBupeHs B Ao3e 600 Mr B
pamKax KOHTPONMUPYEMbIX KIMHUYECKUX UCCIeA0BaHMUIA, YacTo Habnoganuch crneaytoLme HexenaTenbHble
peakLumm: ronoBoKpyxeHune, 6eCCOHHMLA, COHMMBOCTb, PACCTPONCTBO BHUMAHUS, KOLUMAPHbIE CHOBUAEHUS.
Takke Habmioganucb W Apyrue HexenatenbHble siBneHus. CpeaHeTsikenble U TSXerble CUMMTOMbl CO
CTOPOHbI HEPBHO cuCTeMbl Habnioganucb y 19% (Tskenble - y 2%) NauneHToB, Toraa Kak Y naLveHTos,
NoMy4aBLUMX KOHTPOSTbHYIO Tepanmio, 3TOT nokasatenb coctasun 9% (Tshxenble - y 1%). B xoge knnHndeckunx
nccnenoBaHniA 2% NauveHToB, NPUHUMABLLMX 3DaBUPEH3, MPeKpaTnM Tepanuio 13-3a BbllLieyKasaHHbIX
CMMTOMOB.

CUMNTOMBI CO CTOPOHbI HEPBHOW CUCTEMbI 0ObIMHO HabnoAAnUch B TeYEHUE NEpBOrO WM BTOPOTO AHS
nocrne Hayana Tepanum M B OOMbLUIMHCTBE Cly4YaeB Wcye3anm B TedeHne nepBbiX 2-4 Hedenb.
B uccnegosaHuM € yvacTieM HeUHULMPOBAHHBLIX A0OPOBONbLEB Penpe3eHTaTMBHbI CUMNTOM CO
CTOPOHbI HEPBHOM CUCTEMbI BO3HWKaN B CpeAHeM Yepes 14 nocne nprema npenapara v ANUcs B cpeaHem
3 4. CMMNTOMbI CO CTOPOHbBI HEPBHOW CYCTEMbI Pa3BMBANMUCh Yallie, ECrivi 3dhaBMPeH3 NPMHUMAanK BO BpeMs
npviema nuiy. BoamoxHo, 3T 06YCroBMNEHO MOBbILUEHNEM KOHLIEHTPaLmMK ahaBrpeH3a B nrasme Kposw B
Takux ycrnoeusx (cMm. pasgen «®apmakokuHeTuka»). Ons ynyyleHus nepeHocMMOCTW mpenapara B
OTHOLLIEHUM [JaHHbIX CUMMNTOMOB B TEHEHWE NEepPBbIX HeAEeNb Tepanu pekoMeHayeTcs NpMHUMaThL npenapart
nepes CHoM. JTOT pexvM NpreMa pekoMeHAYeTCs 1 TeM NaLMeHTaMm, y KOTopbIX NPoAomKatoT Habnoaatbest
OaHHble cMMnTOMbI (CM. pasgen «Cnocob npumeHeHnst n [o3bl»). CHDKEHWe [03bl Unu ApobHbIA Npuem
CYTOYHOW 403bl 06bIYHO He JakoT GrnaronpusTHoro addekTa.

AHanu3a faHHbIX Mo ANUTENbLHOMY NMPUMEHEHWIO Npenaparta rnokasar, 4To nocre 24 Hefenb Tepanuy Yactota
BrepBblE BO3HWKLUMX CUMMTOMOB CO CTOPOHbI HEPBHOW CUCTEMbI Y MALMEHTOB, MPUHUMABLLIMX 3chaBUPEH3,
6bina B LIEeNOM CXO[HOW C TakOBOW B KOHTPOILHOW rpynne.

lMeyeHo4yHasi HedocmamoyHocmb. B nocTpervcTpauuoHHbIi  nepuop — HabniogeHust  Bbino
3aperncTpUpoOBaHO HECKOMBKO Cry4aeB NMeYEeHOUYHON HEeJOCTAaTOMHOCTY, BKItodas Cryvaun 6e3 ykasaHuii Ha
3aboneBaHns NeveHn B aHamMHese, a Take 6e3 Apyrux BbisBNEHHbIX (haKTOPOB pucka. YkadaHHble crydan
XapaKTepn30BanMCcb MOMTHUEHOCHLIM TeYeHNeM; B psiae criydaes notpeboBanack TpaHCMNaHTaLms nedeHm
1 cooBLLanoch 0 CMepTU NaLveHTa.

CuHOpoMm eoccmaHoesieHusi ummyHumema. Y BWY-MHOUUMPOBaHHBIX NALMEHTOB C  TSHXKEMNbIM
MMMyHOZE(ULUMTOM B Hayane npoBeAeHUst KomOuHupoBaHHOW APBT MoxeT noBbICUTBCA —puUCK
BO3HUKHOBEHWSI BOCMANWTENbHbIX PEaKUMA Ha HEaKTUBHbIE WM OCTaTOYHbIE OMMOPTYHUCTUYECKUE
MHekumm (cM. pasaen «Ocobble ykazaHWs»).

Jlunoducmpogpusi u mMemabonuyeckue HapyweHusi: kombuHuposaHHas APBT accouummpyetcs ¢
nepepacnpeaeneHnemM XvpoBoi Tkanu Tena (nunoauctpodmeit) y BAY-MHDMLMPOBaHHBIX NaLMEHTOB,
BKIIOYas WUCTOLLEHWE Nepuepuyeckon 1 NMLEBOW MOAKOXKHO-KMPOBOM KIETYaTKu, ee HakomreHne BO
BHYTPUOPIOLLMHHOM MPOCTPaHCTBE, BHYTPEHHUX OpraHax, 3agHen 4acTu weun («ropb OGyiBona») u
rMnepTpotuio rpyaHbIX Xernes.

KombuHupoBaHHas APBT MOXET BbI3BaTb MeTabonmyeckve HapyLLeHUs], Takve Kak runepTpuriuepuaemms,
TUNEepXonecTepyHeMms, UHCYNIMHOBAasH PE3NCTEHTHOCTb, TMNEPIMUKEMUst U TunepnakTatemust (CM. pasaen
«Ocobble ykazaHusy).

OcmeoHekpo3. Habniopganuce Cry4an OCTEOHEKpO3a, MPeVMYLLUECTBEHHO Y MaLMeHTOB C XOPOLUO
N3BECTHBLIMM hakTopamu pucka, ¢ AnutenbHon BNY-uHdekumen, a Takke y nauneHTos, KoTopble ASUTENBHO
npuHMManm KoMbuHupoBaHHyto APBT. OpHako YacToTa 3TOro OCINOXHEHWsI He yCTaHOBMeHa (CM. pasden
«Ocobble ykasaHus»).

JlabopamopHsbie nokazamenu

«[leyeHouHble» hepmeHTbl: noBbiweHne aktvBHocTM ACT n AJlT Gonee 4em B 5 pa3 Bbile BepxHen
rpaHuLbl Hopmbl (BMH) Habmtoganock y 3% nauuerTos 13 1008, npuHMMaBLUmMX adhaBupeHs B fose 600 mr B
cytkm (5-8% npu anutensHon APBT ¢ acbaBupeH3oM). AHamnoruyHoe noBbilleHve Habroganoch y
NaLMeHToB KOHTPOMbHOW rpynnbl (5% npu anutensHon APBT Ge3 adhasnpeHsa). MoBblILLEHNE aKTUBHOCTH
ITT Gonee yem B 5 pa3s Bbllwe BMH Habniopanocs y 4% Bcex nauWeHTOB, MpuHMMaBLumMx 600 mr
athaBupeH3a, 1y 1,5-2% naumeHTOB 13 KOHTPOIbHOW rpynnbl (7% npw anvtensHon APBT ¢ achaBypeH3om v
3% npu gnutensHoin APBT 6e3 ahaBupensa). M3onmposaHHoe noBbileHne aktueHocTu T T y naumeHTos,
NPUHUMAIOLLMX 3haBMPEH3, MOXET YKasblBaTb Ha WHAYKLMIO hepMEHTOB. B KnHMYeckom nccrnenoBaHum
npv anutensHoin APBT okono 1% nauveHTOB B Kaxaol n3y4aeMoi rpynne npekpaTunv Tepanuio B CBSI3W C
HapyLLUEHWSIMA CO CTOPOHBI MEYEHU U XENYEBLIBOASILLMX NyTEA.

AmMunasza: acvMnToOMaTM4eckoe yBenuYeHWe aKTMBHOCTU amunasbl B CbIBOPOTKE KpoBu, Gornee uvem B
1,5 pasa npesbiwatowee B, 6bino BoisieneHo y 10% nauveHToB, NpUHUMABLLMX 3dhaBupeHs, 1y 6%
NaLUMeHTOB KOHTPOMbHbIX rpynmn. KrnHuyeckoe 3Ha4YeHue acMMMTOMAaT4ecKoro MoBbILLEHUS aKTUBHOCTU
aMunasbl B CbIBOPOTKE KPOBW HEN3BECTHO.

Jlnuabl: noBblleHWe KoHUeHTpauun oblero xonectepuHa (OXC) Ha 10-20% Habnioganoch y
HEeMHMULMPOBaHHbIX  AOOPOBOMbLEB, MPUHMMABLLMX 3aBupeH3. B KnuMHWYeckux uccnenoBaHusx
NPUMEHEHNSI Pa3nM4Hoi KoMOUHMpoBaHHON APBT ¢ adaBrypeH3oM y NauneHToB, paHee He NoyYaBLmnX
APBT, B TeueHne 48 Hepenb rneyeHust Habntoganocb nosblleHne koHueHTpauum OXC Ha 21-31%,
XOonecTepuHa nMnonpoTenHoB Bbicokor nnotHocTu (XC JMBIM) Ha 23-34% v Tpurnuuepnaos Ha 23-49%.
[ons nauveHToB, Yy KoTopbix oTHowweHne OXC/XCIMBI 6bino Gonblue 5, He nameHunach. BennunHa
M3MEHEHUS! KOHLIEHTPaLMIA NMNoB MOXeT ObiTb 0OycrnoBreHa TakuMu hakTopamu, Kak AnUTenbHOCTb
Tepanuu 1 NpueM Apyrux nekapCcTBEHHbIX CPEACTB B COCTaBe KoMOMHMpoBaHHoM APBT.

B3aumopeiictBre npu _npoBedeHWW TecTa Ha KaHHabuHowdbl: 3daBMpeH3 He CBA3bIBAETCH C
KaHHaBUHOWMAHLIMW peLienTopamMmi, OHAKO WMEKTCS! COOBLLEHNSI O NOXKHOMONOXUTENbHBIX pesynbTaTax
aHanmsa MoYM Ha KaHHabuHouabl Y HEUMH(UUMPOBaHHbIX A0OpoBOMbLEB M Y BUY-MHPMLMPOBaHHbIX
NaLMeHToB, NMPUHUMAaBLLMX 3paBMpeH3. MoNOXMTENbHBIA PesynbTaT CKPUHUHI-TECTa Ha KaHHabuHouapl
pekoMeHAayeTCst NoATBEPXAATb, UCMONb3ys Takue creLyanbHbie MeToabl, Kak rasoBast xpomartorpadus unm
Macc-CreKTpoOMeTpUsi.

[eTu v nogpocTkn

Tvn 1 YacToTa HexenaTenbHbIX SBMEHWA Y AeTel, B LIENOM, CONOCTaByMbl C HabnogaeMbIMM y B3pOCHbIX
NaLMeHTOB, 3a MCKITIOYEHNEM KOXHOW CbinK, KOTopas Yy AeTelt BCTpeyaeTtcst valle (y 46% feten), yem y
B3pocnbiX M Gonee BblpaxeHa (Tskenasi koxHas cbinb Habmopanace y 5,3% perteit). C uenbto
npohunNakTMKM  CbiMv  MOXET ObiTb  LienecoobpasHbiM  Ha3Ha4yeHne COOTBETCTBYHOLMX BrokaTopoB
H,-rmctamMmmnHoBbIX peLienTopoB AeTAM [0 Hayana Tepanun 3daBypeH3oM. XOTS CUMMTOMbI CO CTOPOHbI
HEPBHOW CUCTEMbI Y MarneHbkMX AeTel TPyAHO BbISIBATb, MOMarawT, YTO Takue CUMMTOMbl Y AeTen
Habntogatotcs pexe n 0bblvHO BbiBatoT nerkvumu. Y 3,5% naumeHToB Habnoaanuck CUMMTOMbI CpeaHen
TSKECTU CO CTOPOHbI HEPBHOW CUCTEMBI, MPEUMYLLECTBEHHO FOMOBOKPYeHWe. Hu y ogHoro pebeHka He
Habroganock TsHKENbIX CUMMTOMOB M He noTpeboBanack OTMEHa Tepanuu K13-3a CUMMTOMOB CO CTOPOHbI
HEpBHOW CHCTEMBI.

[Opyrue oco6ble rpynnbl NaLuMeHToB

AKmueHocmb «ne4eHOYHbIX» (hepMEHMoe y nayueHmoe, OGHO8PEMEHHO UHUUUPOBaHHbIX
2enamumom B unu C

Cpeav naLWeHToB, Cepono3nTHBHbIX Mo renatnty B umnmu C, nosbiwerne aktneHocT ACT Gonee Yem B
5 pas3 Bbiwe BIH Habnioganocs y 13% nauveHToB, NpUHUMaBLLMX 3paBupeHs, n y 7% nauneHToB 13
KOHTPOIBHOW rPyNMbl, @ noBbilueHne aktueHocTU AJTT Bonee Yem B 5 pas Beiwe BI'H Habnopanock y 20% u
7% nauMeHToB COOTBETCTBEHHO. Cpeay NauMeHTOB C codeTaHHOW WHdekumen 3% naumeHToB,
NpUHUMaBLMX 3aBupeHs, 1 2% NauMeHTOB W3 KOHTPOMbHOW IpyMnbl MpeKkpaTMnn Tepanuio u3-3a
HapyLLeHWA yHKUMM nedeHn (cMm. pasaen «Ocobble ykasaHus»).

Mepepo3unpoBka

Cumnmomsl

Y HEKOTOpbIX NALMEHTOB, Cly4aiiHO NPUHSBLUMX achaBupeH3 B fose 600 Mr 2 pasa B cyTku, Habnoganock
YCUIEHWe CUMIMTOMOB CO CTOPOHbI HEPBHOW CUCTEMBI. Y OOHOTO NauueHTa Habrnioganucb HeNpou3BOmbHbIE
MbILLEYHbIE COKPALLEHUS.

Jleyerue

B crnyyae nepenosvpoBkv 3(haBMPEH3OM IEYEHME [OMKHO COCTOSITb M3 OBLUMX MNOLAEPKMBAOLLMX
MEpONPUSATUIA, BKITHOYAIOLWMX KOHTPOMNb OCHOBHBIX MOKasaTenen Xu3HeOesaTenbHOCTU opraHMama U
HabrlogeHVe 3a KNMMHWYECKUM COCTOsIHMEM NauueHTa. [ns BbiBeaeHnst HeabcopbypoBaHHoro npenaparta
MOXHO WCMONb30BaTh aKTUBMPOBAHHBIN yrorb. Creunduyeckoro aHTUaoTa Ans NeYeHUst Nnepeno3npoBKu
ahaBMpeH3oM He cylecTByeT. MockonbKy achaBMpeH3 akTUBHO CBS3bIBAETCS C Benkamu, ManoBeposiTHO,
YTO C NMOMOLLbIO Ananii3a BO3MOXHO 3HauMTENbHOE yaarneHue npenapara 13 KpoBu.

B3aumopencTeume ¢ ApYyrMuMu nekapcTBEHHbLIMM CpeACcTBaMy

OdbasupeHs in vivo sBnsietcs nHaykTopom usoepmentoB CYP3A4, CYP2B6 n YA®-IT1A1. KoHueHTpaums
B Mria3Me KpOBY COEMMHEHUIA, KOTOpble SIBMSIOTCA CybeTpatamMy AaHHbIX M30hepPMEHTOB, MOXET CHUXKATLCS
npy OAHOBPEMEHHOM MPUMEHeHUn ¢ acpaBupeH3oM. B To e Bpemsi in vitro acpaBupeH3 mHrMbyposan
nsoepmeHt CYP3A4. TeopeTuyecku 3TO MOXKET MPUBECTU K YBEMWUYEHUIO IKCMO3vumM cybcTpatoB
CYP3A4, noatomy criesyeT cobntogatb OCTOPOXHOCTb Npu npumeHerun cybetpatoB CYP3A4 ¢ yakum
TepaneBTNYeCckMM OKHOM. OhaBnpeH3 MOXeT ObiTb MHAYKTOpoM M3odepmeHToB CYP2C19 n CYP2C9,
ofHako in vitro Tawke Habntoganocb WHMMOMpOBaHWe [AaHHbIX M3ohepMeHToB. [Jo koHua 3ddexT,
Habntofaemblii Npyu OQHOBPEMEHHOM MPUMEHeHWUN adhaBupeH3a C CoeanHeHUsMM-cybeTpatamMmn JaHHbIX
130(hepMeHTOB, He ACeH (CM. pasaenbl «Papmakornormyeckme CBoNCTBay, «PapMakoKHeTMKay).
3KCno3nLms apaBrpeH3a MOXET YBENUUNTLCS NPY NPUMEHEHNN npenapaTa oHOBPEMEHHO C HEKOTOPbIMU
reKkapcTBEHHbIMW CPEeACTBaMU (HanpyMep, PUTOHABMPOM) WK MULLEBBIMA MPOAYKTaMu (Hanpuvep, ¢
rpenndpyToBLIM COKOM), KOTOpble WHMMbKpyoT n3odepmeHTel CYP3A4 munn CYP2B6. MNpenapatbl Ha
ocHoBe akcTpakta lHkro Bunoba, koTopble MHAYLMPYIOT AaHHble W30(PepMeHTbI, MOryT MPUBOAUTL K
CHVKEHWIO KOHLIEHTPaLMK 3chaBMpeHsa B nraame KpoBu.

lpomueorokasaHHasi KOMOUHUpPOBaHHas meparnusi

OdhaBMpeH3 NPOTMBOMOKa3aHO MPUHUMATL OAHOBPEMEHHO C TepdeHaa HOM, aCTEMM30MIOM, Li3anpuaoMm,
MU[030M1aMOM, TPM30STaMOoM, MMO3nAOM, GenprUannom v ankanomaamm CropbiHbW (HanpyUMep, 3proTamuH,
[UTMAPO3ProTaMiH, SPrOHOBUH WM METWUIIOPrOHOBMH), MOCKOMbKY ~KOHKYPEHTHOEe  B3aumopelicTeue
achaBupeHsa ¢ um3ogepmeHTom CYP3A4 MOXET npuBECTM K ModaBneHulo MeTabonuama  [AaHHbIX
npenapatoB 1 MOSIBNIEHWIO MPEAMNOCHINOK ANt BO3HWKHOBEHWUSI CEPbE3HbIX W/WMK YrpoXatoLLMX KWU3HU
HeXenaTternbHbIX SBMEeHWA (Hanpumep, CepaeqHON apuUTMWKM, ANMTENLHOTO CeAaTUBHOMO addekta unm
YrHETEHNS AbIXaHuns).

lNpenapamel, 8bi3bigaroujue yornuHeHue uHmepsana QTc

lMpoTnBONOKa3aH OJHOBPEMEHHbLI NpueM adaBupeH3a W MpenapaTtoB, KOTOpble Bbi3bIBAOT yANMHEHWE
uHTepBana QTc W MOryT NPUBOAWTL K BO3HUKHOBEHMIO XeryAo4KOBON Taxukapaun no Tuny «nupyat». K
TakuM npenapataMm OTHOCATCS: aHTuapuTMuyeckue npenaparbl knaccoB IA wu Il HelponenTuku,
aHTWOENPeCccaHTbl; HEKOTOpble aHTMBMOTUKM, BKIKOYas npenapaTbl, OTHOCSALLMECS K CMeAyoLwMM Knaccam:
Makponuabl, HTOPXWMHOMOHbI, MPOTUBOrPUOKOBbLIE Mpenapathl MPOM3BOAHbIE MMMAA3ona U Tpuasona;
HEKOTOpblE HeceaaTBHble aHTUMMCTaMWHHblE Mpenapatbl  (TepdeHaawH, acTemuson); uusanpug;
hrexkanHua,; HekoTopble MPOTUBOMANSIPUIHBIE Mpenaparbl; METaoH.

Ipa3onpesup/anbacsup

OpHOBPEMEHHBIN MpUeM C rpasornpeBMpoM/anbacBrpoM MpOTVUBOMOKa3aH MOTOMY, YTO MOXET MPUBECTU K
noTepe BYPYCOMNOrNYECKON akTUBHOCTH rpasonpesupalanbacampa.

38epoboli npodbipsieneHHbil (Hypericum perforatum): naumeHTbl, NPUHAMAatOLLME 3haBUPEHs, He JOMMKHbI
NpUHUMAaThL NpenapaTbi/MPoayKThl, copepkalime 38epoGoi NPoabIPSBREHHbIA. KoHLEeHTpaLws achaBrpeHsa
B Nna3me KPOBU MOXET CHKAaTbCS MPY OHOBPEMEHHOM MPUMEHEHWN CO 3BepoboeM MpoabIPSBIEHHbIM,
NOCKOMbKY OH BbI3bIBAET MHAYKLMIO (PEPMEHTOB W/WMKM TPaHCMOPTHbIX GEnkoB, OTBETCTBEHHbIX 3a
MeTabonnam nekapcTBeHHbIX CpeacTs. Ecnv nauveHT yxe nNpuHUMaeT npenaparbl/npoayKThl, copepxalime
3Bepo60i NPOABIPABIIEHHBIN, TO NPUMEHEHWE NOCMEAHEro CrieAyeT OTMEHWTb, MPOBEPUTL KOHLIEHTPALMIO
BMpYCa B KPOBM W, €CIM 3TO BO3MOXHO, KOHLEHTpauumio adaBupeHsa B kposu. [locne oOTMeHbI
npenapaToB/NpoayKToB, CoAepXkallux 3BepobOi MPOALIPSBMEHHbIA, KOHLEHTpaLWs aaBUpeH3a MOXeT
NOBbICUTLCS U TOrAa NoTpebyeTcs KoppekLmMs [o3bl apaBnpeHsa. BrinsiHne 3Bepo6osi NpoabIPSIBNEHHOTO,
CBS3aHHOE C MHAYKLMel (hepMEHTOB, MOXET COXPaHSATLCS B TEYEHWE He MeHee 2 Hefienb Mocrne ero OTMeHb!
(cm. paspen «[poTuBonokasaHus»).

[pyeue 83aumodeticmeusi

B3anmopencTams Mexay acaBypeH3oM 1 UHrMbuTopamm npoteassl BUY, apyriMmn aHTUpeTpoBMpYCHbIMM
npenaparamu, NOMUMO MHIMBUTOPOB NpoTeasbl BUY, a Taioke Mexay 3thaBMpeH3OM 1 NeKapCTBEHHbIMU
npenapatammu, He OTHOCALLMMWCS K rpynne aHTUPETPOBUPYCHbIX MPEenapatoB, ykasaHbl B NpUBEAEHHON
Hwke Tabnuue 2. YBenuueHne 3HaqeHusi nokasatens 0603Ha4aeTcs CTPENKOM «1», yMeHbLUEHe 3HaYeHns
— CTPENKOWA «|», eCnun nokasaTtenb ocTaeTcst 6e3 U3MEHeHWU — CTPENKOMN ««>»; eCMv Npenapat BBOAMICS
Yyepes kaxable 8 unm 12 4, To 310 06o3HaYaEeTCs kak «k84» unm «k124». Mpu HeobxoammocTn 90% u 95%
[loBepUTeNbHbIe HTEPBarbl NpeacTaBneHbl B ckobkax. OBbIHO UCCeaoBaHMS MPOBOAWMMCH Ha 3[A0POBbIX
[06poBonbLiax, ecrnv Tonbko creuuansHo He oroBapyBaeTcst Apyrast UHchopMaLms.

Tabnuua 1. Baaumoaenctamns Mexay aasupeH3oM v APYrMm NeKapCTBEHHLIMU CPEACTBaMM

BnusHue Ha
KOHLieHTpauuio
npenaparta B CbIBOPOTKe.

NekapcTBeHHbIe
npenaparbl,
pasgeneHHble no

PekomeHpgaumu, kacarowmecs
BO3MOXHOCTU OAHOBPEMEHHOTO
nNpUMeHeHus ¢ 3haBUPEH3OM

chbapmakoTepaneBTU-
YeCcKUM rpynnam (nosa)

CpepHee uameHeHne
3HauyeHun AUC, C,,..,,
Coin (%) n
[AoBepuTenbHbIe
MHTepBanbl,ecnu
NPUMEHNMO? (MexaHu3m)

Unzu6umop uHmezpasbl

Bn4

NMPOTUBOMUKPOBHBIE MPEIMAPATbI

PanTerpasvp/achasrpeHs
(400 mr ogHokpaTHas
no3a/-)

PanTerpasup:
AUC: |36%
Ci2: 121%
Crax 136%
(HayKumsa depmeHTa
YO®-TT1A1)

Koppekuusi fo3bl panTerpasvpa He TpebyeT-
cs.

** no cpaBHeHuto ¢ 600 Mr
1 pa3 B cyTkv Npn
MPUMEHEHNN B MOHOTEpa-
NN (KOHKYpeHTHoe
VHIMGMpoBaHve
OKUCTIUTENBHOTO
meTabonuama)

AHTUPETPOBMPYCHbLIE NeKapCcTBEHHbIe CpeACcTBa

WHau6umops! npomeassi BUY

JlekapcmeeHHbie cpedcmea u3 epynn HUOT u HHAO

T

ArasaHaBwp/puToHaBmp/
achaBupen3 (400 mr 1 pa3s
B cyTkn/100 Mr 1 pa3 B
cyTkw/ 600 mr 1 pa3 B
CyTKW, BCe npenapartbl
NPYHUMANCh BO BpeMS!
npuema nuLLy)
ATtazaHaBup/puToHaBup/
achaBupeHs (400 mr 1 pa3
B cyTkn/200 Mr 1 pa3s B
cyTkn/600 Mr 1 pa3 B
CyTKW, BCe npenapartbl
NPYHUMaNUCh BO BpeMSs!
npuema nuLy)

ArtazaHaBup (nocne
nonyaHst): AUC: «*
(ot |9 oo 110)

Crax: 117%* (0T 18 po 127)
Coin: 142%* (0T |31 po |51)
ATtazaHaBup (nocne
nonyaHs): AUC: «*/** (ot
110 go 126)

Corax: ©™** (0T |5 po 126)
Crin: 112%*/** (o1 |16 Do
149)

(uHpykums CYP3A4).

* MNpu cpaBHeHUM C aTasaHa-
BupomM 300 Mr/pUTOHaBMPOM
100 mr 1 pa3 B cyTku
Bevepom 6e3 achaBupeHsa.
Takoe  cHwkeHue  C.,
aTasaHaByipa MOXeT
oTpULaTENBbHO  BMMSATL  Ha
3hhEKTUBHOCTL ~ aTasaHa-

BUpa.
**OCHOBAHO Ha McTopuYec-
KOM CpaBHEHUN.

OpHoBpemeHHoe NpuMeHeHe ahaBnpeHsa ¢
aTasaHaBVPOM/PUTOHABMPOM He peKoMeH.y-
erca. Ecnm  Tpebyetcs  ogHOBpemeHHoe
npuMeHeHne arasaHaeupa ¢ HHUOT,
HeobxoAMMo  paccMoTpeTb  Lienecoobpas-
HOCTb YBENUYeHUs A03bl atasaHaBsupa [0
400 mr n putoHaswpa Ao 200 Mr, B KOM6WHa-
um ¢ adaBupeH3oM, C obecneveHrem
TLLATENBHOTO KIMMHUYECKOrO MOHUTOPUHTA.

HWOT/achaBnpeH3

Wceneposanusa
B3aUMOENCTBIIA
aghaBmpeHsa 1 npenaparos
n3 rpynnel HAOT He
MpoBOAVIUC, 3a
UCKITIOYEHEM
B3aUMOLENCTBUIA C
NaMWBYVHOM,
3WA0BYAVHOM W
TeHohoBMpa AM30MpoKeHna
dymapaTom. KnuHuyecku
3HauMMble B3aMOAENCTBIS
He npeAnonaraiotcs,
NOCKOMNbKY MeTabonmam
npenapartos 13 rpynnbl
HWOT npotekaeT nytsmu,
OTINYHBIMM OT TaKOBbIX Anst
abaBmpeHsa,
MarioBepOsiTHO, YTO OHI
6yayT KOHKYpYpoBaTh 3a
OfiHU U Te Xe
meTabonuavpytoLLme
epMeHTbI 1 NyTUn
BbIBEAEHNSI.

Koppekuusi [o3bl HU OOHOTO M3 [aHHbIX
eKapCTBEHHbIX CPECTB He TpebyeTcs.

®riykoHasor/achaBupeH3
(200 mr 1 pas B cyTku/
400 mr 1 pa3 B cyTKM)

KnuHuyecky 3Ha4nmoro
B3aMMOJENCTBUS He
BbISIBIEHO.

Koppekuusi [03bl HUM OQHOTO U3  [aHHbIX
NeKkapCcTBEHHbIX CPEACTB He TpebyeTcs.

KeTtokoHason u apyrve
NpOTUBOrPUBKOBbIE
cpencTea — Npon3BoaHbIe
Mugasona

BsavmopeiicTBue He
13yyanoch.

OTCyTCTBYIOT ~ faHHble,  MO3BOSIAKOLNE
paspaboTatb peKkoMeHZaLMM Mo PexuMmy
[103/POBaHNS.

MPOTUBOMAJISIPUAHBIE JIEKAPCTBEHHBIE CPEACTBA

AToBaxoH/nporyaHun/aca-
BUpeH3 (250 mr/100 mr
ofHokpaTHasa fosa/ 600 mr

ATOBaXxoH:
AUC: |75% (oT |62 po |84)
Cirax: 144% (o1 |20 po |61)

IMo BO3MOXHOCTU CrieayeT usberaTb ofHOBpe-
MEHHOTO MPUMEHEHNs aToBaxoHa/nporyaHuna
¢ achaBrpeH3oMm.

HHWOT/adhasrpeHs

Bsavmopeiictaue He
n3y4arnoch.

Mockonbky npumerenne aeyx HHUOT He
obecneyrBaeT NpeViMyLLECTBa C TOYKM 3peHUst
aghcbekTvBHOCTH n 6e3onacHocTu,
0fiHOBpPEMEHHOE MpUMEeHeHne adaBunpeHsa 1
apyroro cpeactea w3 rpynnel HHAOT He
pekoMmeHayeTcs.

1 pa3 B cyTkm) MporyaHun:
AUC: |43% (ot |7 no |65)
Crax <
Aptemetep/nymedaHTpuH/ ApTemeTep: BO3MOXHO ~ CHWKEHWE — aHTUManspuUiHoOro
achaBnpeH3 AUC: |51% adhhpekTa BCreaCTBME CHUKEHUSI KOHLIEHTpa-
(20 mr/120 wr, 6 npuemoB Crax: 121% Lnn apTeMeTepa, AMruapoapTeMU3MHUHA Unn
no 4 TabneTku B TeyeHve 3 [vrnppoapTeMmnsnHnH nymecbaHTpyHa Mpy COBMECTHOM MpUMeHe-
[Heir/600 Mr 1 pas B cyTku) AUC: |46% HUM c achbasupeHsom. Cnepayet cobniopatb
Crax: 138% OCTOPOXHOCTb MPU COBMECTHOM MPUMEHEHUM
TNymedaHTpuH acbaBupeH3a c apTemeTepom/nymedaHTpu-
AUC: |21% HOM.
Coraxi &
OdpasrpeHs
AUC: [17%

Corax &
(vHaykuma CYP3A4)

JlekapcmeeHHble cpedcmea npomue eupyca eenamuma C

Bouenpeup/achaBnpeH3
(800 mr 3 pa3sa B cyTkn/600
mr 1 pa3
B CyTKW)

AUC: & 19%*
Crra <> 8%
Coin: 144%

OdpasvpeHs:

AUC: < 20%
Crax ©11%

Crin: 112% (124% - 11%)
(wHoykums CYP3A BrivsieT
Ha 6ouenpesvip)
*0-8u4
OrtcyTcTBre aghdekTa (<)
COOTBETCTBYET
YMEHbLLEHIO CpeaHero
COOTHOLLIEHWS! He > YeM Ha
20% vinu yBenuyermio
He > yeM Ha 25%.

KnuHuyeckasi  3HaYMOCTb  yMeHbLLEHS
KOHLIeHTpaLuu GoLienpesmpa B nina3me Kposu
He ycTaHoBreHa.

[apyHasup/puToHaBup/ [apyHasvp: OpHoBpeMEHHbIN  Npuem  acbaBupeHsa U
acpasmpens (300 mr 2 pasa AUC: |13% napyHasupa/putoHasmpa (800 mr/100 wmr
B CyTk*/100 mr Coin: 131% 1 pa3 B CyTKM) MOXET NPUBECTU K CHIDKEHNIO
2 pa3sa B cyTku/ Corax 115% Cnn  APapyHaBupa. Ecrm  adbasupeHs
600 mr 1 pa3 B cyTku) (MHaykums CYP3A4) HeobXoaMMO MPUMEHSITb OOHOBPEMEHHO C
OcpaupeHs: [lapyHaB1POM/PUTOHABVPOM, cnepyet
* HIKe pekOMeHA0BaHHO AUC: 121% NPUMEHsTb KOMBMHaLMIO JapyHaBMp/prUTOHa-
Ao3bl. [Nogo6Hble Coin: 117% BUp B pexxume 600 mr/100 mr 2 pasa B CyTKU.
pesynbTaTbl OXVUOATCS U Crax 115% OpHako ~ Takylo  komBuHaumo  crnemyet
Npy NPUMEHEHUN B (MHrM6uposaHve CYP3A4) | HasHauyaTb C OCTOPOXHOCTbIO. CM. MHCTPYK-
peKkoMeHAOoBaHHbIX o3aX. L0 MO MEAMLMHCKOMY — MpUMEHEHUIo
[apyHaBupa/pUToHaBmpa.
Cm. Taioke Hke WHopMaLWo No pUTOHaBK-
py.
PocamnpeHaB1p/puTOHa- KnuHuyeckn sHaunvoro | Koppekumst  [O3bl  HM  OQHOMO M3 3TWX
BUp/achaBrpeH3 hapMaKOKNHETNYECKOro | NeKapCcTBEeHHbIX CPeACTB He TpebyeTtcs.
(700 mr 2 pasa B cyTku/ B3aMMOLENCTBUS He CM. Takke Huxe MHopMaLMIo No pUTOHaBK-
100 mr 2 pasa B cyTkW/ BbISIBMEHO. py.
600 mr 1 pa3 B cyTku)
docamnpeHaBvp/Hendu- BsanmopgencTeue He Koppekuust [03bl  HW  OOHOTO K3  3TUX
HaBup/achaBnpeH3 13y4anochb. nekapCTBeHHbIX CPEACTB He TpebyeTcs.
docamnpeHaBup/cakBiHa- Bsaumopelictaune He Mcnonb3oBaHne  Tako  komBuHauuu - He
BUp/achaBrpeH3 13y4anochb. peKkoMeHAyeTCs,  MOCKOMbKy — OXwAaeTcst
3HaUMMOE  CHIDKEHWE  IKCTo3uLmM  06omxX
MHIrMGUTOPOB NpoTeassl BAY.
WHavHasup/achaBmpeHs VHonHasmp: XOTsl  KNuHWYecKkas 3HaYMMOCTb  CHUDKEHUS
(800 mr K84/ AUC: |31 % (ot |8 go |47) | KOHUEHTpaLmMm HAMHABMPa He YCTaHOBMEeHa,
200 mr 1 pa3 B CyTkM) Coin: 140% HabnioaaBLLeecst dhapmakokmHeTU4eckoe

CX0oHOE CHWKEHVEe
3KCMO3ULMM MHAVHaBMPA
Habntoganock B cryyasix,

korga nHanHasmp (1000 mMr
k84) BBOAMNCA B

KOMGMHaLMK ¢ acpaBrpeH-

30M (600 mr 1 pa3 B cyTkm).

(vHpykums CYP3A4)
OcpaBupeHs:
KIMHNYECKI 3HAYMMOTO
hapMaKOKVNHETNYECKOTO
B3aMMOZENCTBUS HE
Habnoganocs.
WHanHasup/putonasup/ WHavHasmp:
acpaBupeH3 (800 mr 2 pasa| AUC: |25%(oT |16 go |32)
BCyTkn/100 Mr2pasaB | C,: |17% (ot |6 po |26)
cyTkwn/600 mr 1 pa3 B Chin: 150% (ot |40 go |59)
CyTKM) OdbaBupeHs:

KnuHnyeckun 3Hauvmoro
B3aUMOLENCTBUS He
Habnoganocs.
CpenHee reometpuyeckoe
3HayeHve C,, MHonHaBMpa
(0,33 mr/n) npu ero
NPUMEHEHUN B KOMBMHaLMN
C PUTOHABMPOM U
athaBnpeH3om 6bino
Gornblue, YeM npu ero
NPVUMEHEHNN B MOHOTEpa-
num no 800 mr k84 (C,yin
0,15 mr/n). Y naumeHTos,
MHMLMpPOBaHHbIX BINY-1
(n = 6), nokasatenu
hapMaKOKUHETUKM
MHAOVMHaBMPa v dhaBrpeH3a
06bI4HO BbinK conocTaBu-
MbI C TAKOBbIMU Y
HEVHAMLMPOBaHHbIX
[o6poBonbLeB

B3aMMofeiCcTBUE [AOMKHO MPUHUMATLCS BO
BHUMaHWe npu BbiGope pexvMa Tepanuu,
BKIIOYAIOLLEr0 OAHOBPEMEHHO 3haBUpeH3 1
nHAavHaBup. Koppekuus Ao3bl adaBnpeHsa He
TpebyeTcs, ecrivi OH HasHa4YaeTcs C MHAHABM-
POM WK C UHAUHABMPOM/ PUTOHABUPOM.

CM. TakKe HUXe CBEAeHIs! Mo PUTOHABUPY.

Tenanpesvip/achaBrpeHs
(1125 mr kaxgble 8 4/600
mr 1 pa3B
CyTKM)

TenanpeBup (OTHOCUTENBHO
K 750 Mr kaxable 8 u):
AUC: |18% (18- 127)
Craxt 114% (13 - |24)
Crin: 125% (114 - |34)

OdpasvpeHs:

AUC: |18% (10 - | 26)
Crax 124% (115 - 132)
Ciin 110% (11-119)
(nHpykums CYP3A4)

Mpy cOBMECTHOM MpUMEHEHUM Tenanpesvpa
1 achaBMpeH3a PEeKOMEHAYeTCs YBEnuYnUTb
o3y Tenanpesupa Ao 1125 mr kaxable 8 4.

AHTAUUAOHBIE NEKAPCTBEHHbBIE CPELJCTBA
AHTaUMAb!, copepxallme Kak aHTaumugpl, ManoBeposiTHO, 4TO  MpU  NpUMEHeHUN
anoMUHUs cofepxallme anoMuHUs | achaBUpeH3a C NeKapCTBEHHbIMM CpeacTBa-
TMAPOKCHL - MarHust TMOPOKCUL, UMK MarHust MU, KOTOpble BMUSIOT Ha pH >xenygoqHoro
ruapokens - TMApOKCUZ, Tak 1 COAEPKMMOro, WM3MEHUTCS  BCachlBaeMOCTb
CUMETVKOH / achaBupeH3 | hamoTUAMH He OkasbiBatoT | achaBupeHsa.
(30 mMn ogHokpaTHas [o3a/ | HeBnaronpuATHOro BIUSIHUS
400 mr Ha BcacblBaHue
ofHOKpaTHas [03a) achaBupeH3a.
damoTuamrH /achaBrpeHs
(40 Mr ogHokpaTHas
003a/400 mr
ofiHoKpaTHas fo3a)
AHKCUOIIUTUKU
Jlopasenam/achaBnpeHs Jlopasenam: Koppekuusi [03bl HU OAHOMO M3  AaHHbIX

(2 Mr ogHokpatHas fosa/
600 mr 1 pa3 B cyTku)

AUC: 17%(11 - 114)
Crnaxi116%(12-132)
3T n3meHeHus He
pacLeHNBaKTCA Kak
KIMMHUYECKN 3Ha4YNMble.

neKkapCTBEHHbIX CPEACTB He TpebyeTcs.

Cumenpesup/adhaBupeHs
(150 mr 1 pa3 B cyTku/
600 mr 1 pa3s B

Cumenpesup:
AUC: |71% (|67 - |74)
Crax: 151% (146- |56)

OpHOBPEMEHHbI  MpUeM  cUMenpeBupa C
3(haBMPEH3OM MPUBOAUT K CYLLECTBEHHOMY
CHIKEHWMIO KOHLIEHTpaLmMW cumenpesupa B

AHTUKOATYITAAHTbI
BapdapuH/achaBnpeH3 BsaumopeincTsue He MoxeT noTpeboBaTbCsi  KOppeKuusi  [03bl
AueHokymapon/adasu- 13y4arnocs. BapcapuHa/ aLeHokymapona.
peH3 B0o3MOXHO KaK yBenuueHve,

TaK U yMeHbLUEHNe
KOHLeHTpaLmu BapdapuHa/
aLeHoKymMaporna B nrasme
KPOBM MOZ BMUSIHAEM
ahaBupeHsa.

TNMPOTUBOCY4OPOXXHbIE JIEKAPCTBEHHbIE CPEL!

CTBA

CyTKu) Coin: 191% (188 - |92) nnasve BcrneactBue  mHaykumm  CYP3A
OchaBupeHs: ahaBMPEH3OM, YTO MOXET NPUBECTU K MoTepe

AUC: &,C, ¢ «<,Crini «, | TepaneBTuyeckoro acbdpekta cumenpesupa.
(vHoykums CYP3A4) CoBMeCTHOE MPUMEHEHWEe cumenpesupa U

ahaBMpeH3a He peKOMEeHyeTCs.

pasonpesup/anGacaup pasonpesvp: OQHOBPEMEHHBIN MpUeM C TpasonpeBupom/
AUC: | 83%, Cmax: | 87%. | an6acBMpoM MpOTUBOMOKa3aH MOTOMY, YTO
Onbacsup: MOXeT NPUBECTM K MoTepe BUPYCONornieckomn

AUC: | 54%, Cmax: | 45%.

aKTUBHOCTU rpasonpesupa/anbacempa u3-3a
3HAUUTENBHOTO CHWKEHWSI KOHLIEHTpaLun B
nnasme KpoBW rpasonpesupa 1 anbacsupa,
BCMeACTBYE VHOYKUMKM  3chaBUPEH3OM
nzopepmerta CYP3A4 nunm P-gp.

Bennatacaup/codoctysup
Bennaracsup/Bokcunanpe-
Bup/cochocbysup (1125 mr
k84/600 Mr 1 pas B cyTkm)

Bennaracsup:
AUC: |53%, Cmax: |47%,
Cmin: |57%.
Codpocbysup:
Cmax: 138%.
Mpennonaraetcs
| Bokeunanpesup

Mpy coBMECTHOM NpuUMeHeHnn TeHodoBvpa
[130NpoKCUn/amMTpuLmTabuHa/achaBupeHsa ¢
Bennartaceupom/cocpocobyBMpom UM C
BennaracBMpom/BokcuanpeBmpom/coocty-

BMPOM 6bINO  MoKasaHO — 3Ha4UTENbHOE
CHWKeHNe KOHUEeHTpauuu B nnasmve Kposu
Bennaracesupa BCneacreve MHOyKUMn

achaBupeHsom usogepmenta CYP3A4, yto
MOET NPUBECTM K NOTepe TepaneBTUYeCKoro
athcekta Bennaracavpa. Oxwpaetcs
aHanorMyHoe CHIKEHUEe KOHLEeHTpauuu B
nnasme KpoBw Bokcunanpesvpa. CoBmecTHoe
npuveHeHve adaBupeHsa ¢ Bennarta-
cBmpom/codocbyBMpoM MMM € Bennara-
cBMpoM/BOKCMnanpesnpom/codoctyBrpom
HE PEKOMEHAYETCS.

Kap6amasenuH/achasu-
peHs

(400 mr 1 pas3 B cyTkw/

600 mr 1 pa3 B CyTku)

Kap6amasenuH:
AUC: |27% (120 - |33)
Crax: 120% (115 - |24)
Crin: 135% (124 - |44)
OdpasypeHs:
AUC: |36% (|32 - |40)
Crax 121% (115 - | 26)
Coin: 147% (141 - |53)
(CHWKEHMEe KOHLEHTpaLuii
kapbamasenuHa
BCMeACTBYE UHOYKLUMN
CYP3A4; cHkeHve
KOHLEHTpauuin acaBmpeHsa
BCMeACTBYE UHOYKUMN
CYP3A4 n CYP2B6).
PaBHOBeCHbIE 3HaYeHs
AUC, C,,., 1 C,,, aKTVBHOrO
MmeTabonuTa kapbamasenu-
Ha anokcuaa He
n3meHsiloTes. Bsaumopen-
CTBUE NPV OOHOBPEMEHHOM
npumeHeHun Gonee
BbICOKMX 03 achaBupeH3a
1nu kapbamasenmHa He
13y4anoch.

OTCyTCTBYIOT AAHHbBIE, HA OCHOBAHUM KOTOPbIX
MOXHO ~paspaboTartb —pexkomeHpauum o
pexuMy [03vpoBaHus. Crieayet paccMOTpeTb
BO3MOXHOCTb MPUMEHEHMS APYroro NpoTMBO-
CYLOPOXHOIO ~ FIEKapCTBEHHOTO  CPeaCTea.
PekomeHayeTcsi NMPoOBOAUTL MEPUOLNYECKUIA
MOHUTOPUHI KOHLIEHTPaLWKW kapbamasenuHa B
nnasme KpoBMm.

JlonnHaeup/puToHaBvp B
MSIrKUX Kancynax unum B
pacTBope Ans npuema

BHYTPb/ achaBnpeH3

CyLLeCcTBEHHOE CHKEHWE
3KCMO3MLMM NONUHABMPA.

Mpu  OOHOBPEMEHHOM  HasHayeHun ¢
achaBMpeH3oMm crepyet paccMoTpeTb
LienecoobpasHoCTb YBeNnMYeHUs 03 NonuHa-
BUpa W PUTOHABMpPa B MSIrKUX Kancyrnax unv B
pacteope Ans npvema BHyTpb Ha 33% (Mo
4 kancynbl/~6,5 Mn 2 pasa B CyTki BMECTO
3 kancyn/5 mn 2 pasa B cytku). OgHako
crenyet cobntoaatb OCTOPOXKHOCTb, NOCKOMb-
Ky Takas KOppekuMsi 403bl Ans HEeKOTOPbIX
NaLWeHTOB MOXET OKa3aTbCsi HEAOCTATO4HOMN.

Mekanpesup/nubpeHTac-
BUp

lrmekanpesup
|nnbpeHTacamp

OpHoBpeMeHHbIN Npuem  rnekanpesupa/nu-
6peHTacBMpa C 9(haBMPEH30M MPUBOAUT K
CYLLECTBEHHOMY CHIKEHMIO KOHLIEHTpaLmm
rnekanpesvpa/MnbpeHTacsvpa B nnasve, 4To
MOXeT MPUBECTU K NoTepe TepaneBTUYecKoro
achdpekTa. CoBmecTHoe npuMeHeHne
rnekanpesvpa/mnbpeHTacempa n adaBrpeH-
3a He pekoMeHAayeTCs.

deHuTonH, cheHobapbutan
1 Apyrve NpoTuBoCyao-
POXHble NekapCTBEHHbIE
CpeACTBa, ABNAIoLLMecs
cybcTpatamu n3oepmen-
ToB CYP450

Bsaunmopeicteue He
13y4anoch.
B0O3MOXHO Kak yMeHbLLe-
HUe, TaK 1 yBenuyeHue
KOHLieHTpaumi peHnTounHa,
dpeHobapbuTana n apyrux
NPOTUBOCYAOPOXHbIX
neKkapCTBEHHbIX CPEACTB,
ABMAOLMXCA CyGCTpaTamm
nsoepmeHtoB CYP450
(npv ooHOBpeMeHHOM
NPVUMEHEHNM C achaBUpPeH-
30M).

Ecnu achaBrpeHs nprmeHsieTcst ofHOBpeMeH-
HO C NpOTUBOCYAOPOXHBIMM MpenapaTtamu,
sBnsoWmMMMca cybetpatamm n3oepmMeHToB
CYP450, Heo6x0AMMO OCYLLECTBISATH
NepUOANYECKUA  MOHUTOPUHT KOHLIEHTpaLWiA
NPOTMBOCYAOPOXHbIX NpenapaToB B KPOBY.

AHTUONOTUKM

A3NTpOMULMH/achaBUPEH3

KnunHuyecky 3Ha4nmmoro

Koppekuusi [03bl HUM OOHOTO U3  [aHHbIX

JlonnHasup/puToHaBmp B KoHueHTpaLmm [losa nonuHaBupa 1 puToHaBwvpa B TabneTkax
TabneTkax/achaBupeHs Ton1HaBmpa: fomkHa ObiTb yBennuyeHa go 500/125 wr
(400/100 mr 2 pasa B 130-40% 2 pasa B CyTKMW MpW OBHOBPEMEHHOM
cyTkn/600 mr 1 pa3 B KoHueHTpauum nonuHaevpa | npumeHeHun ¢ acpaempensom 600 mr 1 pa3 B
CyTKu) CXOHbI C TAKOBLIMU MPW | CYTKM.
(500/125 mr 2 pasa B npuMeHeHnn nonuHaeupa/ | CM. Takke Huxe MHOPMALWIO MO PUTOHABM-
cyTkn/600 Mr 1 pa3 B puToHasmpa no 400/100 mr | py.
CyTKM) 2 pasa B CyTku 6e3
achaBUpeHsa.
HendwuHasup/adhaBnpeHs HendumHaswp: Koppekunst [03bl  HW  OQHOTO U3  3TUX
(750 mr k84/600 mr 1 pasaB | AUC: 120% (ot 18 #o 134) | nekapCTBEHHbIX CPEACTB He TpebyeTcs.
CyTKM) Crrax: 121% (o1 110 go 133)
[aHHas komMBuHaums
06bI4HO XOPOLLIO
nepeHocuTes.
PuToHaBup/adhaBupeHs PutoHasup: Mpn HasHayeHun adhaBMpeH3a C pUTOHaBW-
(500 mr 2 pasa B cyTku/ AUC yTpom: 118% pOM B HW3KMX [03ax cregyeT yuuTbiBaTb
600 mr 1 pa3 B cyTku) (16 - 133) BO3MOXHOCTb yBENUYeHns 4acToTbl

AUC Beyepom: «»
Cirax YTPOM: 124%
(112-138)

Cnax BEYEPOM: >
Curin YTPOM: 142% (19 - 186)°
C.. Bevepom: 124%
(13-150)
OpaupeHs:

AUC: 121% (110 - 134)
Crax 114% (14 - 126)
Crin: 125% (17 - 146)°
(MHrnbuposaxve CYP-
0rnocpeaoBaHHoOMo
OKUCTUTENBHOTO
MeTabonuama)

Mpu npreme adhasnpeHsa B
KOMOWHaLUWn ¢
pvTOHaBupom no 500 mr
nnv 600 Mr 2 pasa B CyTku
nepeHocMMocTb Bbina
HU3KOM (Hanpumep,
Habnoaanucb
TONTOBOKPY>XEHME, TOLLHOTa,
napecTeausi, NoBbILLIEHWe
AKTUBHOCTM «MEYEHOUHbBIX»
depmeHTOB).
[locTaTouHble AaHHblEe O
NepeHOCMMOCTH
achaBupeH3a B KOMOUHaLMK
C PUTOHABVPOM B HU3KUX
posax (no 100 mr 1 mnm 2
pasa B CyTK/) OTCYTCTBYHOT.

CBSA3aHHBIX C 3(DaBUPEH3OM HEXenaTeribHbIX
SIBNEHWIA BCMEACTBYE BO3MOXHOIO hapMako-
[IMHAMUYeCcKoro B3anMOAENCTBHS.

(600 wmr B BMOE hapMaKkOKMHETUYECKOTO | NeKapCTBEHHbIX CPEACTB He TpebyeTtcs.
OfHOKpaTHOM 03bl/ B3aVIMOAENCTBUS He
400 mr 1 pa3 B cyTku) BbISIBNIEHO.
KnaputpomuumH/agasu- KnaputpomMuumH: KnuHuyeckasi  3HAYMMOCTb  W3MEHEHWi
peH3 (500 mr k124/400 mr AUC: |39% (|30 - |46) KOHLEHTpaLun KnaputpomuuuHa B nrasme

1 pa3 B cyTKM)

Crrax 126% (15 - |35)
14-TwopokcrmeTabonut
KNapuTPOMULIMHA:
AUC: 134%(118-153)
Crrax 149% (132 - 169)
OdbaBupeHs:

AUC: &

G 111% (13 - 119)
(nHaykuva CYP3A4)
KoxHas cbinb Habntopanack
y 46% HeMHULMPOBaHHBIX
[06poBONbLIEB, OAHOBPE-
MEHHO MPUH1MABLUNX
ahaBMPEH3 U KNapUTPOMK-
LH.

KpOBU He ycTaHoBreHa. Bmecto knaputpomu-
UMHa crieflyeT paccMOTpeTb BO3MOXHOCTb
npYMeHeHns apyroro aHTUBMOTIKA,
Hanpumep, asuTpoMuLMHa. Koppekumusi [o3bl
achaBMpeHsa He TpebyeTcs.

Banbnpoesas kucnota/
achaBvpeHs (250 mr 2 pasa
B cyTkn/ 600 mr 1 pa3 B
CyTKM)

KnnHnyeckun 3Hauvmoro
BMUSIHWSA Ha (papMaKOK1He-
TUKy acbaBupeH3aa He
BbIsiBNeHo. OrpaHnyeHHble
[aHHble NMOKa3bIBaLoT, YTO
KIMHWUYECKV 3HauMMoe
BIUsIHME Ha (hapMakoKvHe-
TVKY BaribMpoeBOW KUCTOTbI
OTCYTCTBYET.

Koppekuusi 1o3bl ahaBupeHsa He TpebyeTcs.
MauneHTbl  JOMKHBI  HaxoguTbCA  MoA
HabnogeHMemM Ans KOHTPOMS Cy[AOPOXHbIX
np1NazKoB.

BurabatpuH/achaBmpeH3
[abaneHTH/achaBrpeH3

B3aumopeincTsue He
n3yyanoch. KnuHuyecku
3HauMMble B3aMMOAENCTBIS
MaroBepOsiTHbI, MOCKOMbKY
BurabatpuH v rabaneHTuH
BbIBOASTCS UCKITIOUYUTENBHO
rnoYkamn B HEU3MEHEHHOM
BUAe v Bpsg rv GyayT
KOHKYpMpOBaTh C
MeTabonmuanpyoLLmMmMm
hepmeHTamMu 1 NyTSIMU
BblBeAeHVs acpaBmpeH3a.

Koppekuusi [o3bl HM OOHOrO U3 [aHHbIX
eKapCTBEHHbIX CPEACTB He TpebyeTcs.

AHTUAEMNPECCAHTbI

Npyrue aHTBMOTVKMA 13
Tpynnbl Makponuaos
(Hanpumep, apUTpOMK-

Bzavmopeiictaue He
u3yyanoch.

OTCYTCTBYIOT ~ AaHHble,  MO3BONsiOLLME
paspaboTarb pexkoMeHZaLuM Mo PexuMy
[03VIPOBaHNS.

CeneKTMBHbIE MHIMBGMTOPLI 0GPaTHOro 3axBaTa CepPOTOHUHA

LmH)/ achaBrpeHs
MpoTuBOTYGEpKYNE3HbIE NekapCTBEHHbIE CpeACcTBa
PudabytuH/adhasrpeHs PucabytuH: CyTouyHas po3a pudpabytvHa pomkHa ObiTb

(300 wmr 1 pa3 B cyTkw/
600 Mr 1 pa3 B CyTku)

AUC: |38% (128 - 47)
Conae: 132% (115 - 146)
Cot 145% (131 - |56)

yBenuyeHa Ha 50%, ecnu nnaHupyetcs
OAHOBPEMEHHOE MpUMEHEHWe C 3aBupeH-
30M. CriegyeT Takke pacCMOTPETb Lieneco-

CeprpanuH/achasrpeHs
(50 mr 1 pas B cyTku/
600 mr 1 pa3 B cyTku)

CepTpanuH:
AUC: |39% (127 - |50)
Cirax: 129% (115-140)
Crin: 146% (131 - |58)

YBenuyeHne [o03bl  cepTpanHa  JOMKHO
NPOBOANTLCS C YHETOM KITMHUYECKOTO OTBETa.
Koppekuusi fo3bl achaBrpeH3a He TpebyeTtcs.

achaBupeHsa He Bbino
pacLeHeHo Kak KIMHUYECKU
3HAUYMMOe.

Bepanamun, henoamnux,
HUEANNUH N HUKaPAWUMWH

Bsaunmopeincteue He
ndyyanoce. Ecnn
abaBMpeH3 npumeHseTcs
0[IHOBPEMEHHO C
Kakum-nnbo npenapaTtom u3
rpynnel 6riokatopos
«Me[NEHHbIX» KanbLMeBbIX
KaHarnos, KoTopble
ABnsoTCS cybeTparamm
nsochepmerTa CYP3A4,
BO3MOXHO CHKEHWe
KOHLIEHTpaLmu 3Toro
6rokatopa B nnasme KpoBu.

Borpoc 0 HEoGXOAMMOCTM KOppeKuMu 03
GroKaTopoB  «MEQJIEHHLIX»  KasbLMEBbIX
KaHaroB peLaeTcsi C YYETOM KIMHUYECKOrO
oTBeTa (CM. WHCTPYKUMM MO MEAMLIMHCKOMY
MPUMEHEHNIO  BrOKATOPOB  «MEAIEHHBIX»
KarbLMeBbIX KaHamoB).

TUNonNMMEEMUYECKUE JIEKAPCTBEHHBIE CPELCTBA

WHrnbuTtopsbl MTMIr-KoA-peaykrasbl

ATopBacTaTuH/achaBnpeH3
(10 mr 1 pas B cyTkw/
600 mr 1 pa3 B cyTku)

ATopBacTaTtuH:
AUC: |43% (]34 - |50)
Crnax: 112% (11 - 126)
2-rnppokcuaTopBacTaTuH:
AUC: |35% (113 - |40)
Crraxt1 13% (10 - 23)
4-rngpokcnatopsBacTaTuH:
AUC: |4% (10-|31)
Crac: 147% (19 - 151)
ObLLan akTMBHOCTb
nHrMbmTopos MMI-KoA-pe-
[yKTasbl:

AUC: |34% (|21 - |41)
Crrax 1 120% (12 - |26)

CrnepyeT  OCyLLUECTBMSTb  MEPUOONHECKUIA
MOHUTOPUHT  KOHLIEHTPaLun XornectepuHa B
kpoBu. MoxeT notpeboBaTbCsi  KOppPeKLmst
[103bl aTtopBacTaTMHa (CM. WHCTPYKUMIO o
MEAVLIMHCKOMY TMPUMEHEHMI0  aTopBacTaTii-
Ha).

Koppekuusi 4o3bl achaBrpeHsa He TpebyeTcs.

MpaBactaTuH/acbaBnpeHs
(40 mr 1 pas B cyTkw/
600 mr 1 pa3 B cyTku)

MpaBacratuh:
AUC: |40% (|26 - |57)
Crax 118% (159 -112)

CrnefyeT  OCYLUECTBNSATb — NEPUOANHECKUI
MOHWUTOPUHI  KOHLIEHTPaLMK XornectepuHa B
kpoBu. MoxeT noTpeGoBaTbCsi KOPPeKLmst
[03bl MpaBacTaTMHa (CM. WMHCTPYKUMIO MO
MEMNLIMHCKOMY MPUMEHEHMIO NpaBacTaTuHa).
Koppekuusi 4o3bl achaBrpeHsa He TpebyeTcs.

CumBacTaTvH/ahaBrpeHs
(40 mr 1 pas B cyTku/
600 mr 1 pa3 B cyTku)

CumBacTaTuH:
AUC: |69% (162 - |73)
Crax: 176% (163 - |79)
CumBacTaTVH kucnota:
AUC: |58% (|39 - |68)
Crax: 151% (132 - |58)

O6Lasn aKkTUBHOCTb
WHMMBMTOopoB MMIM-KoA-
penykTasbl:

AUC: |60% (|52 - |68)
Crax 162% (155-78)
(MHaykums CYP3A4)
Mpw ogHoBpeMeHHOM
npUMeHeHnn achaBupeH3a ¢
aTopBacTaTiHOM,
npaBacTaTVHOM UIn
CYMBaCTaTUHOM 3Ha4eHust
AUC n C,,, adhaBupeHsa He
U3MEHSIIOTCS.

CnepgyeT  OCyWeCTBNATb  NEpPUOOUYECKUIA
MOHWUTOPWHI  KOHLIEHTpaLMW XorectepuHa B
kpoBu. MoxeT noTpeboBaTbCsi KOPPEKLMst
[103bl CUMBAcTaThHa (CM. WHCTPYKLMIO MO
MeaNLIMHCKOMY MPUMEHEHNI0 CUMBACTaTUHa).
Koppekuusi o3bl achaBrpeH3a He TpebyeTcs.

PosyBacTatuH/achaBrpeHs

Bsavnmopeicteue He
13y4arnoch.
PosyBacTatvH BbIBOAMTCS B
OCHOBHOM B HEM3MEHEHHOM
BUZE YEPES KENYO0HHO-
KULLEYHBIV TPAKT C Xemn4blo,
no3ToMy B3aMMOZENCTBIE C
ahaBrpEH3OM He
oxupaetcs.

Koppekuusi [103bl HU OfHOTO U3  [aHHbIX
NeKapCTBEHHbIX CPEACTB He TpebyeTcs.

FOPMOHAJIbHBIE KOHTPALIENTUBbI

[ins nepopanbHoro
NPUMEHEHNS: DTUHWI-
acTpagvon + HoprecTu-

mat/acpaBupers (0,035 mr
+ 0,25 mr 1 pas B cyTku/
600 Mr 1 pa3 B cyTku)

STUHUNaCTpagmon:
AUC: &
Crra
Cin: 18% (114 - 125)
HopanrecTpomMuH
(aKTMBHbI MeTabonUT):
AUC: |64% (162 - |67)
Cirax: 146% (139 - |52)
Crin: 182% (179 - |85)
TleBoHOprecTpen (aKTMBHbINA
metabonuT):
AUC: |83% (|79 - |87)
Crax 180% (177 - |83)
Crin: 186% (180 - |90)
(MHayKUmMs meTabonuama)
OdhaBupeH3: KNMHUYECKM
3HaYMMOTO
B3aMMOENCTBYS He
BbISIBIIEHO.
KnnHnyeckas 3HaunMmocTb
3TUX 3P HEKTOB He
13BecTHa.

B [0orMonHeHne K rOpMOHaIbHbLIM
KOHTpaLenTMBaM [OMMKEH MCroNb30BaTbCst
HaaeXHbIA MeTof, GapbepHO KOHTpaLenuum

(cm. pasgen «MpumeHeHve npu
GepemMeHHOCT W B Mepuog  IPYAHOro
BCKapMITMBaHUSI» ).

[ponoHrrpoBaHHoro
[leficTBUS! ANst BHYTPUMbI-
LUEYHOTO BBEAEHUS:
[eno-menpokcunporecte-
poHa auertar (AMMAY
acpaBmpens (150 mr AMMA
B/M OZJHOKPaTHO)

B TeueHve 3 mecsues
nccrnenoBaHus He GbIno
BbISIBIEHO 3HAYMMBbIX
pasnuynii B OTHOLLEHWN
dhapMaKoKMHETUHECKNX
napameTpoB
MeOpOKCUNPOrecTepoHa
Mexay fobpoBonbLamm,
nonyyastummu APBT, ¢
adhaBUPEH30M, U
[[06poBonbLamMm, KOTopble
He nonyyanu APBT.

Bo BTOpOM MccnenoBaHnm
6bIny MonyyYeHb! CXOaHbIe
pesynbTarbl, XoTs
KOHLEHTpauum
MeApOKCHNpOorecTepoHa B
nnasme KpoBM pasnmyanmcb
B GonbLuen ctenexn. B
oboux nccnegoBaHusx
KOHLIEHTpaLuu nporectepo-
Ha B nnasme KpoBu y
[06poBoOnbLEB, MPUHUMAB-
LUMX achpaBUpeH3 +
[eno-MeapoKcu-
nporecTepoHa aueTar,
oCTaBanuCb HU3KUMMU, YTO
COOTBETCTBOBANO
NofaBMNEHMNIO OBYNALIMM.

B forornHeHne K rOpMOHarbHbIM
KOHTpaLenTVBaM [OIDKEH WCMOMb30BaTLCS
HafeXHbIn MeTof BapbepHoii KOHTpaLenLmm
(cm. pasgen «[pumeHeHve npu
6epeMeHHOCT 1 B nepuop  rpyaHoro
BCKapMIMBaHNs).

MmnnaHTart:
OToHOrecTpen/achaBmpeHs

BsavmopeiicTBue He
u3yyanock. MoxHo
OXMAATb CHYKEHMS
3KCMO3MLMM ITOHOrecTpena
(MHpykums CYP3A4).

B noctpeructpaumoHHbIn
nepvog HabnoaeHys 6binm
nonyyeHbl OTAEeNbHbIE
coobLLeHus 06 oTcyTCTBUM
KOHTPaLEeNnT1BHOrO
adhhekTa npu NPUMEHeHUN
aTOHOrecTpenay

B [JornonHexve K rOpMOHarbHbIM
KOHTpaLEeNnT1BaM [OMKEH WCNonb3oBaTbCst
HaaexHbI MeTor, 6apbepHON KOHTpaLenuum

(cm. pasgen «[pnmeHeHne npu
6epeMeHHOCTM M B nepuod  rpyaHOro
BCKapMnvBaHUs»).

CakBuHaBup/puToHaBup/
achaBMpeH3

Bsavnmopeictaue He
13y4anocso.

OtcyTeTBytOT [aHHble, nossonsioLme
paspaboraTb peKkoMeHAauun Mo pexumy
noavpoBaHus. CM. Takke Bbile MHopMma-
Lmto no putoHaempy. MpumeHeHne achasrpeH-
3a B KOMGMHALMM C CaKBMHABMPOM B Ka4yecTBe
€[MHCTBEHHOro MHMMbutopa npoTeassl BAY
HE PEKOMEHAYeTCs.

OdpasvpeHs: 06pa3HOCTb yABOEHUS [03bl pudabyTnHa npu
AUC: & npumeHeHun pudabytuHa 2 unu 3 pasa B
Crax < Hepento B KOMOWHaumMu C  3daBMpEH3OM.
Crin: 112% (124 - 11) KnnHuyeckuin acbdpekT Takoii Koppekumm Ao3bl
(MHaykums CYP3A4) He u3yyeH. [pu KoppekuMM [03bl Takke
criepyeT  yudTbiBaTb  WHAVBWZYanbHYyHO
NepeHOCUMOCTb M BUPYCONOTMYECKUIA OTBET
(cm. pasgen «®dapmakonornyeckue
CBOVICTBa», «PapMaKOKUHETVKa ).
Pudamnuupmt/acbanpeHs OdpasvpeHs: Ecnmn achaBnpeH3 npumeHseTcs

(600 mr 1 pas B cyTku/
600 mr 1 pas B CyTku)

AUC: |26% (115 - |36)
Crax: 120% (111 - 128)
Coin: 132% (115 - |46)
(MHpykums CYP3A4 n
CYP2B6)

OfHOBPEMEHHO ~ C  pudbamnuuuHOM Yy
nauneHToB ¢ Mmaccoit Terma 50 kr u Gonee,
CyTOuHyl0 o3y  adpaBupeH3a  criedyeT
yBennuutb Ao 800 Mr, uTobbl obecneunTb
9KCMO3NLMIO, CXOOHYId C  TakoBOW Mpu
NpUMeHeHUn abaBMpeH3a B CyTOYHOW Ao03e
600 Mr 6e3 pudbamnuumHa. KrnmHudeckuit
adpdheKT Takoii KOppeKLMM A03bI 10 CUX MOP He

U3yYeH.
Mpn  KoppekumMn [o3bl  Takke chegyet
YYUTbIBATb UHAVBUAYaNbHYH0 NEPEHOCUMOCTb
" BMPYCOMNOrNYeCcKnin oTBeT (cm.
«®apmakornoruyeckme CBOWCTBAY,
«®apmakokvHeTukay»).  Koppekuus — [o3bl

prcpamnmumHa He TpebyeTcs.

OdbaBupeHs:
AUC: & NaLWEHTOK, MPYHUMAaBLLINX
Crra 111%(16-116) ahaBupeHs.
min + <
(uHpykums CYP3A4). WMMYHOLENPECCAHTbI
MapokceTnH/achaBnpeH3 KnuHnyecku 3Hauvmoro Koppekuust [03bl HU OOHOMO U3  AaHHbIX ViMMyHoZenpeccaHThl, Bsanmogeiicteue He Moxet noTpeboBaTbCsi  KOPPEKUMst  [03bl
(20 mr 1 pas B cyTku/ hapMaKOK/HETUYECKOTO | NMekapCTBEHHbIX CPeACTB He TpebyeTcs. KoTopble MeTabonuManpy- u3yyarocb. MoxHo MMMYyHoAenpeccaHTa. PexomeHgyercs
600 mr 1 pa3 B cyTku) B3aUMOENCTBUS HE 10TCS U30hEPMEHTOM OXnaaTb CHKEHNA OCYLLECTBNATb  TLWATENbHbIA  MOHUTOPUHT
BbISIBMEHO. CYP3A4 (Hanpumvep, 3KCTO3NLMM KOHLieHTpaLmi
= LIMKITOCMOPUH, Takponu- UMMyHofenpeccaHTa MMMYyHOZENpeccaHTa B KPOBU B TeYEHUe He
dnyokceTnH/achaBmpeH3 B3aumopeincTsue He Koppekuusi [03bl HU OOHOMO U3  AaHHbIX MYC, cvponumyc) (nHpykuns CYP3A4). MeHee 2 He;emb (4O YCTAHOBMEHWS:
uyanock. [ockonbky AN | NekapCTBeHHbIX CPEACTS He TpebyeTes. achaBupeH3 ManoBeposiTHO, 4TO CTabunbHbIX  KOHLEHTpauui) € MOMEHTa
dpnyokcerwia XapaKTeper yKasaHHble Hayana Tepanuu 3daBuMpeH3oM unu ¢
TOT e MeTabonieckiit MMMyHoZenpeccaHTbl OyayT | MOMEHTa ee OTMEHBbI.
npodune, YTO M AN oKa3blBaTb BNMsiHME Ha
NapoKeeTuHa, T.€. oH 9KCMO3ULMI0 9haBMpeHsa.
SIBMSIETCSH MOLLUHbIM
WHrM6UTOopom CYP2D6, onnonabl
MOXHO OXnaaTth, YTO -
MetanoH/achaBupeHs MeragoH: [MpoTuBONOKa3aH OOHOBPEMEHHbI  Npuem

hryOKCETUH TakKe He
6yneT B3aMmMoaencTeoBaTb
C a¢haBMPEH30M.

CeneKTUBHbIE MHTMBUTOPLI 06PaTHOrO 3axBaTa KaTexonaMUHOB (HopaapeHanuHa, 4onamMmHa)

MpoTuBorpubKoBLIE NeKapCTBEHHbIE CPEACTBA

Bynponvor/achasrpeHs
(150 Mr ogHokpaTHas fo3a
(NponoHrMpoBaHHOro
fevicteus)/

600 mr 1 pa3 B CyTku)

BynponmoH:
AUC: |55% (|48 - |62)
Crax: 134% (121 - |47)

'ppokcnbynponuoH:
AUC: &
Crax: 150% (120 - 180)
(nHpykums CYP2B6)

YBenudeHne [o3bl  GynponvoHa  AOSMKHO
MPOBOANTLCS C YYETOM KIMHUYECKOTO OTBETA,
oOHaKO 032 He [OOMKHA - MpeBblluaTb
MaKcUMasibHO peKomMeHayemylo  [o3y.
Koppekuus fo3bl achaBmpeH3a He TpebyeTcs.

AHmazoHuUcmbl XeMOKUHO8bIX peyenmopoe CCR5

MapaBupok/achaBnpeHs
(100 Mr 2 pasa B cyTku/
600 mr 1 pa3 B cyTku)

Mapasupok:
AUC,,: |45%(|38-]51)
Crax: 151% (137-162)
KoHueHTpauumn
adhaBupeHsa He
13MepSANChb,
B3avMogeicTBIE He
oXuaaeTcs.

CM. MHCTPYKLIW MO MEANLIMHCKOMY MpUMeHe-
HWKO TEKApCTBEHHbIX MPEenapaTos, B COCTaB
KOTOPbIX BXOAWT MapaBypoK.

UHCTPYKLUNA I
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SDABUPEH3

WtpakoHason/achaBupeH3
(200 mr K124/
600 Mr 1 pa3 B CyTku)

WtpakoHason:
AUC: |39% (|21 - |53)
Crax 137% (120 - |51)
Coin: 144% (127 - |58)
(CHWKEHME KOHLEHTpaLuin
UTpakoHa3ona BcreacTave
nHaykumn CYP3A4)
'MapokeuuTpakoHason:
AUC: |37% (|14 - |55)
Cirax: 135% (112 - |52)
Crin: 143% (118 - |60)
OdhasrpeHs:
He BbISIBMEHO KMMHNYECKM
3HAYMMbIX U3MEHEHWIA.

lMockorbKy Henb3si BblpaboTaTb pekomeHaa-
LMiA MO PeXUMy [O3MpOBaHKs UTpakoHasona,
cnepyet paccMoTpeTb BO3MOXHOCTb
NPUMEHEHNS anbTEPHATUBHBIX NPOTUBOTPUG-
KOBbIX NEKapCTBEHHbIX CPEACTB.

BJIOKATOPbI H,-r’MCTAMWHOBbIX PELJE[TTOPOB

Lietnpuaun/achaBnpeHs
(10 mr ogHokpaTHas
£03a/600 mr
1 pa3 B cyTKM)

Lietrpuann:
AUC: &

Crax: 124% (118% - |30%)
[aHHblE U3MEHEHNS He
pacLeH1BaloTCs Kak
KMWHUYECKN 3HaYMMble.
OdhbaBupeHs:
KruHu4ecku sHaumnmoro
B3aVIMOAENCTBUS He
BbISIBNIEHO.

Koppekuusi [jo3bl HU OOHOTO W3 [aHHbIX
TNeKapCTBEHHbIX CPELCTB He TpebyeTcs.

CEPLE4YHO-COCYUCTBIE MNPEIMNAPATbI

EﬂOKaTOpr «MeArieHHbIX» KanbLueBbIX KaHanoB

MozakoHa3on/acaBnpeH3 Mo3zakoHason: Cnepnyet n3beratb O[HOBPEMEHHOTO
-/ 400 mr 1 pa3 B cyTkn AUC: |50% NpUMeHeHUs1 nosakoHasona u agasBupeHsa,
Crax 145% €CNV TOMbKO OXunaaemas nonb3a 4 naumen-
(MHayKums Ta He MpeBbILIAeT BO3MOXHbIA PUCK.
YOP-rntokypoHMpoBaHws)

BopwkoHason/acdhaBupeHs BopwkoHason: Mpm OIHOBPEMEHHOM MpYMEHeHN
(200 mr 2 pasa B cyTku/ AUC: |77% ahaBNpeH3a C BOPUKOHA30MOM NOAEPKIBa-
400 mr 1 pa3 B cyTkM) Crac 161% follas [o03a BOPUKOHA3ona [OmkHa ObiTb
OcpasmpeHs: yBenuuena a0 400 Mr 2 pasa B CyTku, @ 103a

AUC: 144% athaBu1peH3a CHibkeHa Ha 50%, T.e. 10 300 Mr

Coae 138% 1 pa3 B cyTku1. ECI NpUMeHeHe BOPUKOHA30-

BopukoHason/adhaBnpeHs BopwkoHason: na GyneT npekpaLleHo, To Jo3a ddhaBupeHsa

(400 mr 2 pa3sa B cyTku/
300 mr 1 pa3 B cyTkun)

AUC: |7% (23 -113)*
Craxt 123% (1 -153)"
ObaBupeHs:

AUC: 117%(16-129)**
Crnact ©™
* no cpaBHeHwto ¢ 200 mr
2 pasa B CyTKu Npu
MPUMEHEHNM B MOHOTEpa-
i

[OIMKHa 6bITb BOCCTAHOBNEHA Ao HavarnbHon.

Luntnasem/achaBnpeHs
(240 mr 1 pas B cyTku/
600 Mr 1 pa3 B CyTku)

OunTtnasem:
AUC: |69% (55 - |79)
Cirax 160% (150 - |68)
Coin: 163% (144 - |75)
[eauetunguntuasem:
AUC: |75% (|59 - |84)
Crrax 164% (|57 - |69)
Crin: 162% (|44 - |75)

N-MoHoaemeTunaunTua-
3eM:

AUC: |37% (117 - |52)
Crax: 128% (17 - |44)
Coin: 137% (117 - |52)

OdbaBupeHs:
AUC: 111% (15 - 118)

Cira116%(16-126)
Crin: 113% (11 -126)
(MHoykums CYP3A4)

Yeenuuenue
hapMaKOKUHETNYECKIX

napameTpoB

Bonpoc o HeobxoaMmocTn Koppekumy O03bl
AUNTUa3ema peLlaeTcs C y4eTOM KIMHUYECKO-
TO OTBETA (CM. UHCTPYKLMIO MO MEANULIMHCKOMY
npuMeHeHuto auntmasema). Koppekuysi 4o3bl
achaBMpeHsa He TpebyeTcs.

(cTabunbHas nogaepxuea-
towlas nosa, 35-100 mr 1
pa3 B cyTkn/

600 mr 1 pa3 B cyTku)

AUC: |52% (133 - |66)
Crax: 145% (125 - |59)
(uHaykums CYP3A4)

B nccneposannm ¢
y4yactmem
BUY-nHPULMPOBaHHbIX
NaLveHToB, KOTOpble
BBOAWNN cebe
HapKoTU4eckm1e cpeacTea
BHYTPVBEHHO, YCTaHOBMEHO,
4TO OJHOBPEMEHHOe
npuMeHeHne adaBnpeHsa 1
MeTazioHa MPMBOAMITO K
CHVDKEHWIO KOHLIEHTpaLu
MeTafioHa B Mnriasme KpoBu
U K MOSIBIMEHNIO CYMMTOMOB
OTMeHbI onnaToB. YTobbl
YMEHbLUNTb BbIPaXKEHHOCTb
CYMMTOMOB OTMEHBI, 103y
MeTaioHa yBenuymnsanm B
cpenHeM Ha 22%.

acpaBMpeHsa M MeTtagoHa
yAnMHeHus! uHTepsana QTc.

n3-za pucka

BynpeHopduH/HanokcoH/
athaBrpeH3

BynpeHopduH:
AUC: |50%
Hop6ynpeHopduH:
AUC: |71%
OcbaBmpeHs:
KnnHuyeckn sHaunmoro
dhapmakokMHeTUYEeCKoro
B3aMMOIENCTBUS HE
BbISIBIIEHO.

HecmoTpsi  Ha  CHwkeHve
6ynpeHopcmHa,  CriydaeB  MPOsIBREHUs!
CUMMNTOMOB  OTMEHbl Yy MauWEHTOB He
Habnioganock. He Tpebyetcs  KoppeKuust
[103bl HU OAHOTO W3 NEKapPCTBEHHbIX CPEACTB
npu O[HOBPEMEHHOM HasHa4eHun
6ynpeHopdrHa 1 achaBMpeH3a.

3Kcnosnymmn

290% poBepuTenbHble MHTEPBArbI, ECIIN He YKa3aHo Apyroe.
® 95% pnoBepuTeNbHbIE MHTEPBArbI.

YO® — ypuanHandocdar.

'MI-KoA-penykTasda — 3-rmapokcu-3-MeTunrnyTapun-koaHanm A peaykTasa.

Lemu

MccnenoBaHus B3anMOoAeyicTBUS NPOBOAUNMCH TOMbKO Y B3POCHIbIX.

Ocobble ykasaHus

OdhaB1peHs He AOIMKEH NPUMEHSATLCS B Ka4eCTBE @AVNHCTBEHHOTO npenapara Ans nedenus BUY-uHdekumnm,
a Takke He AomkeH J00aBNATLCA B KA4YECTBE eAVHCTBEHHOTO npenaparta k HeaeKTUBHO Cxeme Tepaniu.
Kak v B cnyyae apyrux HHAOT, npy npumeHeHnn achaBrpeHsa B MOHOTEpanun MOXET BbICTPO pasBuTLCS
pesncTeHTHOCTb BUpyca. [pu BbiGope HOBbLIX AHTUPETPOBMPYCHbIX NpenapatoB Ans NpUMEeHeHUs B
KOMBMHaLMK ¢ 9haBUPEH30M CriefdyeT yunTbiBaTb BO3MOXHOCTb Pa3BUTHSi NEPEKPECTHOW PE3VNCTEHTHOCTU
BUpyca (cM. pasgen «PapmakoanHamukay).

He pekomeHayetcs npumeHeHWe aaBvpeH3a OAHOBPEMEHHO C TabneTvpoBaHHLIMW NEeKapCTBEHHbLIMM
npenapataMu C UKCUMPOBaHHLIMM KOMOMHauusmMM 3adaBupeHs3a, aMTpuumtabuHa u  TeHodoBupa

[Au3onpokeuna dymapata, ecrv Tonbko He TpebyeTcst Koppekumst A03bl (Hanpumep, Npy OOHOBPEMEHHOM
npyMeHeHnn ¢ pudpamnmumHom). OfHOBPEMEHHBIV NpueM ahaBMpeH3a C rmekanpeBMpoM/MMbpeHTacBMpom
MOXET 3HAYMTENbHO YMEHbLUUTb KOHLEHTpaLMK rivkanpesmpa 1 nubpeHTacsupa B nnasme KpoBM, HYTO
MOXeT  MNpuBECTM K  noTepe  TepaneBTuyeckoro  adpcpekta.  CoBMECTHOe — MpuUMeHeHue
rmekanpeBupa/nnbpeHTacsmpa v 3chaBupeH3a He pekoOMeHIyeTCs.

He pexomeHayeTcsi oaHOBpeMeHHOe npuMeHeH1e adhaBnpeHsa c npenapatamm Ha OCHOBE 3KCTpakTa MHKIo
Bunoba.

Mpwv HazHaYeHU NpenapaTtos A8 OAHOBPEMEHHOTO NPUMEHEHNS! C NpenapaTomM OdaBnpeH3 Bpay AOMKeH
06paTUTLCS K UHCTPYKLIMSIM MO MEAULIMHCKOMY NMPUMEHEHMIO JaHHbIX NIeKapCTBEHHbIX Npenapartos.

Ha doHe npoBepenvsi APBT Henb3si mckniouuTb puck nepemaum BWY gpyrum nvuam BO Bpems
CeKCcyarnbHOro KOHTaKTa Unu Yepes KpoBb. B cBSA3N ¢ aTvM crnepyeT cobnioaaTb COOTBETCTBYIOLLME Mepbl
NPeAoCTOPOXHOCTU.

Conymemeytowasi aHmupemposupycHasi meparnusi; ecrnii Mpuem  Kakoro-nmbo aHTUpeTPOBMPYCHOTO
cpefcTea B cocTaBe KOMOWHMpoBaHHO APBT oTMeHSIeTCst B CBA3M C NMOJO3PEHNEM Ha HEMEepPEHOCUMOCTb,
HeobXxoAMMO paccMOTpeTb BO3MOXHOCTb OJHOBPEMEHHOW OTMEHbl BCEX aHTUPETPOBMPYCHBLIX CPeacTB.
Mpuem BCex OTMEHEHHbIX aHTUPETPOBUPYCHBLIX MpenapaTtoB AOIKeH GbiTb BO30GHOBMEH cpasy nocre
MCYE3HOBEHUS CUMMTOMOB HenepeHOCHMOCTU. He pekoMeHZyeTcs npepbiBaeMasi MOHOTepanus u
nocrefoBarternbHOe NOBTOPHOE Ha3HaueHUe aHTUPETPOBMPYCHBIX CPEACTB 13-3a NOBbILLIEHUS BEPOSITHOCTY
NOSIBIIEHNS PE3VNCTEHTHOTO K Tepaniu Bupyca.

YonuHeHue uHmepeana QTc. YanuHenve wHTepBana QTc Habnoaanoch y MauMeHToB, MPUHUMALOLLMX
abaBupeH3 (cMm. pasgensl  «[poTMBonokasaHusiy, «B3aumopencTBue € ApYrUMU  NeKapCTBEHHbIMU
cpefcTeamMuy). Y nauyeHToB C PUCKOM YArMHeHUst uHTepsana QTc criegyeT paccMOTPETb ansTepHaTBHYO
Tepanuio 6e3 NpumMeHeHUs achaBrpeH3a.

KoxHasi cbinb: B KNMHUYECKWX UCCreaoBaHusX achaBrpeHsa Habnoaanuck Nerko 1 yMEPeHHO BbipaxeHHbIe
BbICbIMaHNS, KOTOpble OBbIMHO UMCYE3alT NpK MPOAOMKEHUNM Tepanuu. [lpueM COOTBETCTBYIOLLMX
6nokaTtopoB  H,-MMCTaMMHOBBIX ~ PELIeNTOpPOB  W/MMKM  [TTIIOKOKOPTUKOCTEPOMAOB  MOXET  YMyulnTb
NEepPeHOCMMOCTb U CocoBCTBOBATL CKOPEVLLIEMY NCHE3HOBEHMIO KOXHOM cbinu. Tshkenas dopma KOXHOM
CbiNK, COMpoBOX/AaeMasi BOMAbIPSIMM, JeckBamaLyen anuTenust unu obpasoBaHuem $13B, Habnoganach
MeHee YeM y 1% naumueHToB, NPUHUMAaBLLMX 3daBupeH3. MHoroopMHas aKCCyaaTMBHAs apuTema unm
cuHapom CTuBeHca-[koHcoHa BeTpeyanueb y 0,1% nauventoB. Ecnv y nauyeHToB BO3HMKaET Tshxenas
copma chinm, conpoBoXaaemMasi BO3HUKHOBEHWEM BOMAbIPEN, AeckBamMaLmen SnuTenus C BOBIEYEHNEM
CIM3NCTbIX 0BOMOYEK UNM MMXOPaaKoW, HeobXOAMMO HEeMeANeHHO NpeKpaTUTb MpueM 3ddaBupeHsa.
OchaBupeH3 He pekOMEeHAOBaH MaLWeHTaM, y KOTOpbIX Oblna yrpoxarollas >XU3HW KOXHas peakuus
(Hanpumep, cuHgpom CtmBeHca-[hxoHcoHa). B cnyyae npekpallueHns Tepanum achaBMpeH3oM HeobXoarmo
paccMoTpeTb BOMPOC O MpekpalleHn npuema Apyrx aHTUPETPOBMPYCHBIX CPeAcTB, YTobbl n3bexatb
NOSIBIIEHNS PE3UCTEHTHOrO K Tepanuu Bupyca (cM. pasgen «MobouHoe fAeiicTBuey). Cryqan KOXHOW Cbinn
3apervcTpupoBaHbl y 59 13 182 petenn (32%), nonyyaBLUMX NeveHne 3(aBUPEH3OM B 3 KIMHUYECKMX
1ccnefoBaHUsX cpeaHen NpodomkuTenbHocTbio 123 Hegenu. Y 6 geteit cbinb Gbina Tsbkenoi. MeavaHa
BPEMEHW Havana nosiBneHus cbinu y Aeten coctasuna 27 aHen (3-1504 aHs). Mepen Havanom Tepanum
3chaBMpEH3oM y AeTeil M MOXET OblTb PEKOMeHAOBaHa COOTBETCTBYIOLLAA aHTUMMCTaMWHHAs Tepanis B
KavecTBe NMPOUNAKTUKN.

OnbIT NpYMeHeHst ahaBMpPeH3a Y MaLMEHTOB, KOTOPbIM Bbin OTMEHEHb! Apyriie aHTUPETPOBUPYCHbIE
cpenctea n3 knacca HHUOT, orpannyeH (cm. pasgen «oboyHoe aevictarey).

OcbaBrpeH3 He pekoMeH/JO0BaH MaLyeHTaM, y KOTopbix paHee Ha choHe npuema Apyrux HHUAOT passunuce
YrpoXatoLLye XW3HU KOXHble peakuuu (Hanpumep, cuiapom CtuseHca-[KoHCOoHa).

Cumnmombl CO CMOPOHbI MCUXUKU: UMEOTCS [aHHble O BO3HWKHOBEHWUW HexenaTernbHbIX SBReHuid co
CTOPOHbI NMCUXVIKW Y MALWEHTOB, MPUHUMABLLNX 3haBMpeH3. MaumneHTbl, MetoLne B aHaMHe3e Neuxmndeckvie
paccTpoiicTBa, HaXOAATCS B rPynne NOBbILLIEHHOTO PUCKa MO Pa3BUTUIO CEPbE3HBIX HEXENaTEeNbHbIX ABMEHUI
CO CTOpOHbI MCWXWKW. B YacTHOCTW, Tshkenas Aenpeccusi Hanboree yacTo Habnopanack y nauveHToB ¢
[enpeccvieit B aHamHe3e. Takke UMEIOTCS NOCTPervcTpaLMoHHble JaHHbIe O CIy4asix TSKerNomn Aenpeccum,
cMepTM B pesynsrate cyvwumpa, bBpega w ncuxosonopobHoro noseaeHus. [MaumeHToB Heobxoaumo
npeaynpeauTs O TOM, YTO MpW Pa3BUTUM TakWX CUMMTOMOB, KaK Tshkenas Aempeccusi, mcuxosbl U
cyvumaanbHble uaen, OHW [OMMKHbI HEeMeAneHHo cooblmTb 06 aTom Bpady. Bpay pomkeH onpepenutb
BO3MOMHYIO CBSI3b 3TVX CMMMNTOMOB C NPUEMOM 3paBMpEH3a 1, ECNN 3Ta CBA3b NMOATBEPXKAAETCS, OLIEHNTb
COOTHOLLEHWE pucka Afst NauveHTa npy MPOACIDKEHUM Tepanuu U MOTEHUManbHOW Monb3abl OT nprema
npenaparta (cM. pasgenbl «C 0CTOPOXHOCTLIOY, «[oBo4HOe AeicTBMEY).

CuMIMmMoMbI CoO CMOPOHbI HEPBHOU CUCMEMbI: Y NALMEHTOB, NPUHUMABLLIMX 3chaBrpeHs B Ao3e 600 mr 1 pa3
B CyTKMW B pamMKax KIMHWYECKUX WCCrefoBaHWiA, 4YacTo Habrioganucb criedyiole  CUMMTOMbI:
TOIIOBOKPYeHME, 6ECCOHHMNLIA, COHIMBOCTb, CHUXXEHWE KOHLIEHTPAaLMM 1 NaTonorus CHOBUAEHWUI, a Takke
BCTpeYanucb Apyrue HexenatenbHble siBreHust (cMm. pasgen «[MobouyHoe pevictBuex). CUMNTOMbI CO
CTOPOHbI HEPBHOW CUCTEMbI 0BbIYHO Habmniofanvcs B TEYEHe MepBOro UM BTOPOTO [AHS Tepanuv W B
6OMbLUMHCTBE Cry4aeB ucye3anu nocne nepsbix 2-4 Hegenb. MNaumeHToB HeobX0AMMO NPOMH(OPMMPOBaTL
0 TOM, YTO Takue CUMMTOMbI, €CIIN OHU NOSIBMSIHOTCS, 0OBbIYHO UCHE3aAOT NPY NPOJOMKEHUN Tepaniun U He
SBMSLOTCS MPU3HAKOM BO3MOXHBIX HApYLLEHMI CO CTOPOHbI MCUXMKY, KOTOPbIE BCTPEYAIOTCS Pexe.
CydopoxHble npunadku: coobLianock 0 Cyaoporax y nauveHToB, MPUHUMAaBLLMX 3haBrpeHs, 0COBEHHO Y
nauWeHToB C CyaoporamMn B aHamHese. [lpy OAHOBPEMEHHOM MPUMEHEHUU MPOTUBOCYAOPOXHBIX
NeKapCTBEHHbIX CPEACTB, METabOoNM3VPYIOLLMXCS B OCHOBHOM B MeYeHW, TakuX Kak (PeHUTOWH,
kapbamasenuH v deHobapbuTan, cnepyet nepyvoaMyeck NPOBOAWTL OMnpeaeneHe KOHLEHTPpaUMn aTnx
npenapaTos B Nna3me KpoBW. VccrienoBaHre B3anMoaencTBIiA NNekapCTBEHHbIX CPEACTB MoKasarno, YTo npu
O[IHOBPEMEHHOM MpYMeHeHNN kapbamaseniHa ¢ achaBUpPEeH3OM KOHLIEHTpaLmy kapbamasenuHa B nnasme
KPOBW CHUXanMCh (CM. pasaen «BaavmopgeiicTeie ¢ ApyrMn NleKapCTBEHHBIMM cpeacTBammy). MNaumneHTsl ¢
CyNOpOXHbBIMM NPUNaaKamu B aHaMHe3e J0MKHbI HaXxoaUTbCs Mo 0cobbiM HabnoaeHem.
HexenameribHble si6MeHUSI CO CMOPOHbI MeYeHU: B NMOCTPErVICTPaLUMOHHbIA nepuog HabniogeHus Gbino
NoMy4YeHo HebOrbLUIOE YNCNO COOBLLEHWA O PasBUTUM NEYEHOYHOW HEeJOCTAaTOYHOCTM Y nauneHToB 6e3
ykasaHuii Ha 3aboneBaHWs NeyveHn B aHamHe3se, a Taioke 6e3 Apyrux BbisSBNEHHbLIX hakTOpoB pucka (CM.
pasgen «[oboyHoe peiicTBrey). B CBA3W C 3TUM pekoMeHAyeTCs OCYLLECTBNATb MOHUTOPUHI aKTUBHOCTU
«MEYEHOYHbIX» (HEPMEHTOB AaXe Yy NaLMeHToB 6e3 neveHOYHOW AMCKYHKLUMM B aHaMHe3e Wiu Apyrnx
hakTopax pucka.

BrusiHue nuwju: npy NpYMeHeHnn achaBMpeHsa BO BpeMsi Mpyema MULLM MOXET BO3pacTaTb JKCMO3NLyS
abaBmpeH3a (cM. pasaen «Papmakornormyeckne CBOMCTBay), HTO MOXET NPUBOAUTL K YBENMYEHMIO YacTOTbl
HexenaTtenbHbIX peakumi (cM. pasaen «MoboyHoe AelicTBre»). B CBA3M C 3TM pekoMeHayeTCst NpUHUMaTh
npenapat 3aBnpeH3 HaToLLaK, KenarernbHO Ha HOoYb.

CuHOpoM eoccmaHoeneHuUss UMMyHUMema: [OaHHbI CUHAPOM Habniojancs y nauveHToB C TSKembiM
MMMyHozeduLmMTOM B Moot MOMEHT nocre Hadana npoBeaeHus kombuHuposaHHo APBT. B pesynbrate
YCUNEHWSI IMMYHHOTO OTBETA BCIIEACTBUE TEPANUU B TEYEHVE HECKOMbKWX HeAerb U MecsiLeB OT Havana
JEYeHNs MOXeT pa3BUTbCH  BOCMarMTeNbHas peakuMss Ha  HeaKTMBHble WM OCTaTOuHble
OMMOPTYHUCTMYECKNE WHPEKLMM, TakMe Kak LMTOMEranoBUPYCHbIA PUHWT, reHepanu3oBaHHble W/unm
ovaroBble MukobBakTepuanbHble WMHMEKUMK, MHEBMOHWS, Bbl3BaHHas Pneumocystis jirovecii (npexHee
Ha3BaHWe — Pneumocystis carinii). Takne BocnanuTenbHble CUMMNTOMbI HYXAAITCS B AarnbHeliLel oLeHke
1 Ha3Ha4eHUN COOTBETCTBYIOLLIErO NeYeHus.

AyTOVMMYHHbIE HapyLLEHUs (Takue kak bonesHb peiBca 1 ayTOMMMYHHBbIN renatuT) Habnoganvcs Ha doHe
BOCCTAHOBIIEHUS UMMYHWUTETA, OAHAaKO BPEMS HayanbHbIX MPOSIBNIEHUA CWUMbHO BapbMpOBano U
3aboneBaHvie MOrMo BO3HMKaTb Yepea MHOro MeCsILIEB Mocre Havyana Tepanuu.

Jlunoducmpocpusi u  memabornuyeckue HapyweHusi: kombuHupoBanHas APBT accouwvipoBaHa ¢
nepepacnpefeneHneM NOAKOXHO-XMPOBOW KneTyatku Tena (nunogmcTtpodpms) y BUAY-HMLMPOBaHHBIX
nauveHToB. OTaaneHHble NocneacTBUSA 3TOrO SBMEHUS NOKa HEU3BECTHBI U MEXaHU3M €ro PasBUTUS U3yHeH
HepocTaTtouHo. MpeanonaraeTcs cBs3b MeXxay BUCLEparibHbIM IMMOMATo30M U NMPYMEHEHEM NHIMGUTOPOB
npoteasbl, 1 nunoatpocun 1 npumeHeHnem HAOT. MoBbILLIEHHBI PUCK Pa3BUTUS NIMNOAUCTPOdNN MOXET
6bITb 0OYCrOBMEH Kak MHAVMBMAYarbHBIMIA hakTopamu, TakMMK Kak MOXMUIoi Bo3pacT, Tak v haktopamu,
CBSi3aHHLIMM C MpYEMOM MpenapatoB, TakuMW kak npogorpkutensbHas APBT u cBfidaHHble C Hel
MeTabonnyeckie HapyllieHus. B cBSisW € 9TUM Mpu KnNWHWMYecKoM obcrefoBaHUM nauueHTa criegyet
npoBoAnTbL hnavkanbHoe obcneaoBaHme, obpallas BHUMaH1e Ha nepepacrnpeaeneHne NoakoKHO-XMpOoBOiA
KreTyaTku, a Takke onpeaensitb KOHLEHTPaLMIO NIMMMAOB B CbIBOPOTKE KPOBW HATOLLAK U KOHLIEHTPaLMIO
ITIOKO3bl B KPOBW. HapylueHnss nunuaHoro obMmeHa [OMMkHbl KOPPEKTUPOBAaTbCH B COOTBETCTBUM C
KIMHAYECKMI NposiBreHnsiMK (cM. pasaen «MobouHoe aeincTerey).

OcmeoHeKpo3: XOTSA 3TMONOrUA AaHHOMO 3aboneBaHns NpusHaHa MHOrOakTOPHOM (BKMoYas NpUMEHeHVe
TTIOKOKOPTVKOCTEPOUAOB, 3MoynoTpebrneHne ankoronem, TSKENyl MMMYHOCYNPECCHIo, MOBbILLEHHBIN
MHOEKC Macchl Tena), criydan ocTeoHekpo3a Habnoganich NPeuMyLLECTBEHHO Y NaLMEHTOB C ANNTENbHOM
BUY-uHpekuveid niunv y naumeHToB, ANUTENBHO MOMyYaBWMX KOMOMHMpoBaHHYyto APBT. [MauueHTb
[IOIPKHBI HE3amMeAnuTENbHO 06PaTUTLCA K Bpady Npu NosiBneHnn 6onei B cyctaBax, CHUKEHUN NOABVXHOCTU
CyCTaBOB UI TPYAHOCTSIX NPy xoabbe.

Ocobble epynnbl nayueHmos

IMayueHmsi ¢ 3abonesaHusiMu neyeHu: 3aBMPEH3 MPOTUBOMOKa3aH MaLMEeHTaM C TSHKENON CTeneHbio
NeYEeHOUHOW HepocTatodHocTM  (knacc C  no  knmaccudvkaumm  Yanng-Meto)  (cMm.  pasgens
«[poTuBoNoKasaHus»; «Papmakonornyeckne CBOMCTBa») U He PEKOMEHOYETCH MaLMeHTaM C NopaXeHem
NeYeHN CpefHel CTEMeHW TSHXKECTU, MOCKOMbKY Ha AaHHbIi MOMEHT HeAOCTaTOMHO [AaHHbIX, 4TODbI
YCTAHOBWTb, HYXHa N B TakuX Cryvasx Koppekuus Ao3bl. Bcrecteue MHTeHCyBHOrO mertabonusma
adhaBMpeH3a nog OeNCTBMEM CHUCTeMbl LMTOXpoMa P450 M orpaHWYeHHOro OonbiTa  KIMHUYEeCKOro
NpUMEeHeHNst npenapara y NauMeHToB C XPOHUYECKMMM 3aborneBaHVsIMU MedeHn, criesyeT cobniogatb
OCTOPOXHOCTb MPU HasHa4eHun npenapara OdaBMpeH3 nauveHTam ¢ 3aboneBaHUsMU NeYeHn Nerkon
cTeneHn TsbkecTu. Mpy 3TOM MauMeHTbl AOMKHbI HAXOAMTLCS MoA HabnioAeHneM A1l CBOEBPEMEHHOTO
BbISIBMIEHNS| 40303aBVCUMbIX HEXenaTernbHbIX peakLyid, 0COBEHHO CO CTOPOHbI HEPBHOW cyCTEMBI. Takke
yepes onpefeneHHble MHTepBanbl BpeMeHW creayeT npoBoauTb NabopaTopHble aHanmuabl Ans OLEeHKM
COCTOSIHUA NeYeHm (cM. pasgen «Cnocob nprMeHeHVs 1 103bI»).

BesonacHocTb 1 3abdpeKTVBHOCTL 3dhaBMpeH3a He MOATBEPXAEHbl Y MaLMEeHTOB CO  3HAYMMbIMM
HapyleHnsMn  (PYHKUMM MedeHn B aHamHese. [laumeHTbl ¢ XpoHudeckum rematutom B unm C,
npuHMMaioLme koMOuHMpoBaHHyto APBT, BXoOAT B rpynny pucka pasBUTUSI TSHKEMbIX HEXenaTerbHbIX
peaKuuii Co CTOPOHbI MEYEHN, KOTOPble MOTYT MPUBECTY K NETarnbHOMY UCXOAY. Y NaLMEHTOB C HapyLUEHNEM
hyHKLMM NeYeHn B aHamMHese, BKITI0Yash XPOHUYECKWIA aKTUBHBINA renatyT, NoBbILLAETCS YacToTa pasBuUTHS
HapyLUeHW yHKLMM neveHn npy KoMBuHMpoBaHHoW APBT, noaToMy Takue nauyeHTbl AOMKHbI HAXOANTLCS
nop HabniogeHveM B COOTBETCTBUM CO CTaHAAPTHOM CXeMOW. Y MaUMEeHTOB C yXyALEHWeM TeveHus
3ab0rneBaHNsl MeYeHn WM C YCTOMYMBBLIM YBENMYEHMEM aKTUBHOCTU CbIBOPOTOYHbIX TpaHCaMuHa3,
npesbiarowym 6onee, Yem B 5 pa3 BI'H, nonb3a oT npogorrkeHwst Tepanuu 3haBMpeH3OM AOMmKHa
COMOCTaBMSATLCS C BO3MOXHbBIM PUCKOM B OTHOLLEHUM BO3HUKHOBEHMUS renaToTOKCUMHOCTU. B oTHoLeHnn
TakvX NaLMeHTOB CrieayeT paccMOTPETb BOMPOC O LienecoobpasHoCTy npepbiBaHns unu otMeHbl APBT (cm.
pasgen «[MoboyHoe aencTarey).

Mpn opgHOBPEeMEHHOM MPUMEHEHUN APYruX NeKapCTBEHHbIX CPEACTB C M3BECTHOW renarToTOKCUYHOCTBIO
peKkoMeHayeTCst MPOBOAUTL KOHTPOIb aKTUBHOCTM «MEeYeHOYHbIX» thepMeHToB. MauneHTam ¢ renatutom B
nnn C npu Ha3Ha4YeHUn KOMBYHMPOBAHHON NPOTUBOBUPYCHOWN Tepanuu CrieayeT Takke PyKOBOACTBOBATLCS
VHCTPYKLMSIMI MO NMPUMEHEHWIO Ha3HaYaeMbIX NpenapaTtos A5 neveHns renatuta B unm C.

MayueHms! ¢ noye4yHol HedoCMamoYHOCMbI0: hapMakokMHeTMKa 3chaBMpeH3a y NaLYeHTOB C MOYEYHOM
HEeOCTaTOYHOCTBIO He U3ydanach, OfHaKO B CBS3W C TEM, YTO B HEW3MEHEHHOM BUAE MOYKaMW BbIBOAUTCS
MeHee 1% NpUHATON A03bl 3dhaBMPeH3a, HapyLLeHKe dYHKLMM NOYEK He AOIMKHO OKa3blBaTh CyLLECTBEHHOTO
BMWSHWS Ha BblBeaeHne adhaBmpeHsa (cM. pasaen «dapmakonornyeckiie cBOMCTBa»). OnbIT NPUMEHEHMS
achaBMpeH3a y MaLMeHTOB C TSHKEMON MOYEYHON HE[OCTaTOMHOCTLIO OTCYTCTBYET, B CBS3N C YEM Yy Takux
NaLMeHTOB crieayeT NPOBOAUTL TLLATENbHbIA MOHUTOPUHI 6e30MacHOCTU NPUMEHEHUS Npenapara.
MayueHmb! noxuno2o 8o3pacma: NOCKOMbKY B KIMHUYECKUE UCCeaoBaHUs Bbino BKIIOYEHO Hebombluoe
KONMNYECTBO MOXWIbIX MALMEHTOB, HET OCHOBaHWIA Npeanonaratb, YTo ANCTBIE Npenapara Ha nalueHToB
NOXWIIOTO BO3pacTa OTNMYAETCS OT TakoBOro y Bonee MonoAbIX NaLMeHToB.

[emu: npumeHeHne adhaBnpeHsa y Aeten MnagLue 3 Mec. Unm ¢ BecoM MeHee 3,5 Kr He 1CCreaoBanoch.

BnusiHue Ha cnocoGHOCTL YNpaBnsATh TPAHCMOPTHLIMU CPeACTBaMM, MeXaHU3MaMu

He nposoaunoch vccreaoBaHWin Anst OLEHKW BAMSHUS Ha CMOCOGHOCTb YNpPaBsiTb TPAHCMOPTHBLIMU
cpencTBamMn v pabotatb ¢ MexaHuaMamu. JhaBMPEH3 MOXKET Bbi3blBaTb TOMOBOKPYXEHWE, HapyLLEHe
BHUMaHWsi, GECCOHHULY W ApyrUe HexenarterbHble NiekapcTBeHHbIE peakummn co ctopoHbl LIHC. MauneHTos
criefyeT npeaynpeauTb, YTO eCrin Y HWUX MOSIBATCA Mntobble W3 3TUX CUMMTOMOB, MM CriedyeT u3beraTb
yNpaBneHus TpPaHCTOPTHBIMM CPEACTBaMU 1 paBoTbl C MEXaHU3MaMMU.

®dopma BbInycka

Tabnetku, NokpbITble nneHo4Hon obonoykorn 100 mr, 200 mr, 300 mr, 400 mr, 600 mr.

Mo 10, 25 nnn 30 TabneTok B KOHTYPHYIO SYEVKOBYIO YMaKOBKY M3 MIEHKM MOMMBUHUIXITOPUAHONM, 6o
NNeHKM  NONMUBUHWUNXIOPUAHOW/NONMBUHUNMAEGHXIOPUAHOM M d)OMbIM arioMUHUEBON  NEYaTHOM
TaKMpOBaHHOW.

Wnu no 10, 25 unmn 30 Tabrnetok B KOHTYPHYIO SIHEKOBYIO YNaKOBKY 13 MaTepuana KOMOUMHMPOBAHHOTO Ha
ocHoBe (orbr  (TPEXCMOWHBIA ~ MaTepuarn, BKIIOYAOWMA  amioMUHWEBYIO  (hOMbry, MNEHKY W3
OpPVEHTUPOBAHHOIO MONWaMnAa, MONMBUHUIXIOPUAHYIO MNEHKY) WM ¢honbru anoMVHUEBON neYaTHON
TaKPOBaHHOM.

Wnu no 10, 20, 25, 30, 40, 50, 60, 90 nrm 100 Tabnetok B 6aHKy U3 nonuatuneHTepedTanara unu GaHky
NONMMPOMNUIEHOBYIO, YKYNOPEHHYIO KPBILLKOW M3 MONUATUNIEHa BbICOKOTO AABMEHUst C KOHTPONEM NepBoro
BCKPBITWS, MMM KPBILKO/A MOMNMNPOMUNEHOBON C CUCTEMOW «HaXaTb-MOBEPHYTbY, UMM KPbILLKOW 13
NONW3TUNEHA H3KOTO AABNEHUS C KOHTPOSIEM MEePBOrO BCKPLITUS.

1,2, 3,4,5,6, 9 unn 10 KOHTYPHbIX SYENKOBbIX YNaKOBOK MMM opHY GaHKy BMECTE C MHCTPYKUMeW Mo
MEAVLIMHCKOMY MPUMEHEHMIO MOMELLIAIOT B KAPTOHHYIO YNaKoBKY (Nadky).

YcnoBusi xpaHeHUs
Mpy Temnepatype He Bbiwe 25 °C.
XpaHWTb B HEJOCTYNHOM /1151 leTelt MecTe.

Cpok rogHocTn
3roga.
He npumeHsITb MO NCTEYEHUM CpOKa FOQHOCTY.

YcnoBus otnycka
OrtnyckatoT no peuenTy.
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