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NMHCTPYKLMA
I[1O MEJUIIMHCKOMY ITPUMEHEHMNIO JIEKAPCTBEHHOTI'O IIPEITAPATA

POJIHABUP®
PerucrpanmoHHbId HOMEP:
Toprosoe naumenosanue: POJIHABUP®
MexayHapoaHoe HeNATEHTOBAHHOE UJIH IPYNIMPOBOYHOE HAUMEHOBAHUE:
panterpaBup
JlekapcTBenHasi gopMa: TaOJIETKH, TOKPBITHIE IJIEHOYHON 000I0YKON
Cocras
Ha | TabneTky:
Heticmeyiowee sewecmeo. panterpaBup kamms — 434,400 mr (B mepecuere Ha
panterpaBup — 400,000 mr)
Bcnomocamenvhnvie ewjecmea: nemnono3a MUukpokpucramumueckas (tun 102) —
169,400 wmr, takT0361 MOHOTHAPAT — 26,060 Mr, kKasbmws ruapodocdat — 69,500 mr,
runpomesuioza — 43,440 mr, monokcamep 407 — 104,300 mr, HaTpus
creapuidymapart — 8,688 mr, maraus creapart — 13,030 mr
lnenounas obonouxa: TONMBUHUIOBBIA CIUPT, YaCTUYHO THUIPOJIU30BAHHBIN —
10,424 mr (40,00 %), Turana nuokcuz (E171) - 6,224 mr (23,88 %), makporon 4000
(monmmatmnenrukoib 4000) — 5,264 mr (20,20 %), tansk — 3,856 mr (14,80 %),
KpacuTeb xene3a okcua kpacusiit (E172) — 0,276 mr (1,06 %), kpacutesb xenesa
okcu xentoiid (E172) — 0,016 mr (0,06 %)
WJIM TOTOBOE IUIECHOYHOE MOKPBITUE UICHTUYHOTO cocTaBa — 26,06 mr.
Onucanue
TalOyleTK OBaJIbHBIC, JIBOSKOBBINMYKIIBIC, ITOKPBHITBIC IIJICHOYHON OO0O0JIOUYKOM
po3oBoro 1Beta. Ha monepeynom paspese sapo 0er10ro win modYTH OeJIoro 1BeTa ¢
CEpBIMHU BKPATICHUSIMH.
dapmakoTepaneBTHUYECKAsl TPYNIA. TPOTHBOBUPYCHBIC TIPEIApaThl CUCTEMHOTO
JEUCTBUS, TMPOTUBOBUPYCHBIE Tpemaparbl MPsIMOTO  JCUCTBUS;  JAPyTrHe

MIPOTUBOBHUPYCHBIE IPENAPaThI.
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Kox ATX: JOSAX08

dapmMakoJI0ru4ecKue CBOMCTBA

Dapmakoounamuxa

Mexanuzm Odeticmeausi

PanterpaBup uWHrHOUpyeT KaTaIUTUYECKYyl0 akTUBHOCTH BUY wuHTerpassr —
dbepmenTa, ydacTBymmero B pemmukanuun Bupyca BUY. Warnbuposanwme
WHTErpas3bl IpeloTBpallaeT KOBAJIGHTHOE BBeAeHUE (MHTerpanuo) redoma B1Y B
TE€HOM KJIETKU XO3sIMHA HAa paHHUX CTaAusx pa3Butus uHdpeknuu. He BKiroueHHbIE
B /IHK uenoBeka renombl BUY He ciocoOHBI MHIyLIUPOBATh NPOAYKIMIO HOBBIX
BUPYCHBIX YaCTHUII, IOATOMY IOJABJICHHE MPOLECCA MHTETPalid MPEIOTBPALIACT
pacrpocTpaHeHue BHUPYCHOW wuHGEKIMU B opraHuzme. HHrubupyromas
CIIOCOOHOCTH pajiTerpaBupa B oTHolIeHUU docdoTpanchepas yeroBeka, BKIIOUAS
JHK-nonumepassl a, B 1 y, BIpakeHa HE3HAUUTEIIBHO.

[Ipn mma3smenHoi koHmeHTpanuu 31+20 HMONB/  panTerpaBup obecreunBal
HOJIaBJICHUE peruTuKau Bupyca Ha 95 % (95 % uHruOupyromias KOHICHTPAIIUS,
NKgs) B KJIETOYHBIX KYJbTypax yejaoBedecKuX T-muM@onuToB, HHOUIIMPOBAHHBIX
aJIanTHPOBAHHBIM K KyJbTypam kieTok Bapuantom HIIIIB B1Y-1, no cpaBHenuto
C KOHTPOJIbHOW BUpYC-UH(PUIIMPOBaHHON KynbTypoi kieTok. MKgs nqocturanace B
KOHIIeHTparusaXx oT 6 mo0 50 HMOnB/mT B KyJIbTypax YeIOBEYCCKUX MHUTOTCH-
AKTUBHPOBAHHBIX MOHOHYKJIEApOB Mepudepruyeckoil KpoBU, WHQYHUIIMPOBAHHBIX
Pa3IMYHBIMUA NIEPBUYHBIMU KIIMHUYECKUMH TamMmmamu BUY-1, Bkiroyas mraMmsl
S He-B moartunos BUU-1, a Takxke mTaMMbl, PE3UCTEHTHbIE K HHIHOUTOpaAM
oOpaTHOM TpaHCKpUMTa3bl U UHTHOUTOpam mpoteazbl BUY. [lpu ananuse omHorO
nukiaa HWHQEKIUA  paldTerpaBup MOJABIsUT  MUHPUIMPOBAHHWE, BBI3BAaHHOE
23 mrammamu BUY, npeacrasistonumu 5 He-B moATHTIOB U 5 UPKYIHPYIOMIAX
pekoMOuHaHTHBIX (Gopm, ¢ UKsy mpum koHmeHtpanuu oT 5 10 12 HMOJIB/I.
PanrerpaBup Takke moaaBisul permkanuio mraMmmoB BMY-2 npu tectupoBanun
Ha kietkax JJmanu CEMx 174 (MKgs = 6 aMmonb/m). [Ipu olHOBpeMEHHOM BBEICHUHN

B KyJbTYpy yenoBeueckux T-nmumdountos, nHpuuupoBanHeix Bapuantom HIIIIB
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Bupyca BUY-1, panrerpaBupa H HYKICO3UIAHBIX HHIHOUTOPOB OOpaTHOM
TPAHCKPHUIITa3bl (3UJOBYJIUH, 3aJbLIUTAaOWH, CTaByAWH, abakaBUp, TEHO(OBUD,
JUJAQHO3MH W JAMUBYJHMH), HEHYKJICO3UJIHBIX HWHTUOUTOPOB  OOpaTHOM
TpaHCKpHUIITa3bl (3(haBUpEH3, HEBUPAIIMH U JI€JIaBUPIUH), UHTHOUTOPOB MPOTEA3hl
BUY (unauHaBUp, CakBUHAaBUp, PUTOHABHp, AaAMIIPEHABUp, JIONHMHABHUD,
HeN(QUHABHP U aTa3aHABUP) WM UHTHOUTOpA CAUSHUS (3HPYBUPTHI) HAOII01aIaCh
aHTUPETPOBUPYCHAsT  AKTUBHOCTh  OT  QIOUTHUBHOW  J10  CHUHEPIHUYHOM.
Pezucmenmnocmo x npenapamy

Mytamuun unTerpazsl BUU-1, cnocoOcTByromue MNOSBICHUIO PE3UCTEHTHBIX K
paiTerpaBupy IMTaMMOB BHpyca (pa3BHBAIKCH WM IN VItro, win y NaIueHTOB,
NPUHUMABIIIUX PANTErpaBUp), B OCHOBHOM BKJIIOYAIOT 3aMEHBI B TOJIOKeHUsIX 143
(Y143 3amena Ha C, H wiu R), 148 (Q148 3amena Ha H, K wim R) mnmm 155 (N155
3ameHa Ha H), B couetanuu ¢ oHOM win OoJjiee JOMOIHUTEIbHBIMUA MYTalUsIMU
(manmpumep, L74M, E92Q, T97A, E138A/K, G140A/S, V1511, G163R, S230R).
PexomMOnHaHTHBIC BUPYCHI ¢ 0aHOM mepBuyHON myTaruen (Q148H, K wmu R mm
N155H) ornuuanuch CHMKEHHOH CIOCOOHOCTBIO K PEIUIMKAIMM W CHUKCHHOM
qyBCTBUTEIILHOCTBIO K pajiTerpaBupy In Vitro. Bropuynblie MyTaiuu BUpyca eiie
OoJbllle CHWXKAIM YYyBCTBUTEIBHOCTh K paJITErpaBUpPy, HHOI/AA KOMIICHCHUPYS
CHI)KEHHYIO CLIOCOOHOCTh BUpPYCa K PEIUIMKALIMU.

MyTanuu, acCCOMMPOBAHHBIE C PA3BUTHEM PE3UCTEHTHOCTH K PAITETPaBUPY, TAKKE
MOTYT MPUBOAUTH K (OPMHPOBAHUIO YCTOWYMBOCTH K JAPYTOMY HHTHOUTOPY
nepeHoca I1eNu WHTerpa3oil anButTerpaBupy. Ilpm 3ameHe B MOJOXKEHUU
143 4yBCTBUTENBHOCTh K pAJTErpPaBUPY CHIDKAETCS B OOJBIICH CTEMEeHH, YeM
YyBCTBUTEIBHOCTh K JJIBUTETpaBUpY, Toraa kak myrtauuu B E92Q — OGosnbiryro
PE3UCTEHTHOCTH K AJIBUTETPABUPY, UEM K PAITErpaBUpy. Y BUPYCOB C MyTallMeil B
noyioxkeHun 148 B codeTaHuu ¢ OJHOW W OoJee JOMOTHUTEIHHBIMA MYTAIUSMHU,
BBI3BIBAIOIIMMH PE3UCTEHTHOCTh K PAITErPABUPY, TAKXKE MOKET HaOII0IaThCs

KIIMHUYCCKHN 3HaYMMast pC3UCTCHTHOCTD K JTOJIYTCIPABUPY.
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Brusinue na snexmpogusuonocuneckyio akmugHocms cepoya uiu Ha noxazamenu
INEKMPOKAPOUOSPAMMDbL

B mnane60-koHTpOIUpyeMOM KIMHUYECKOM HCCIEIOBAHUH C YIaCTHEM 3I0POBBIX
J00pOBOJIBIIEB O HOKpaTHBIN mpueM 1600 Mr panterpaBupa HE OKas3bIBaJl KaKOIo-
1100 BIMSHHUS Ha TMPOJOJDKHTENIHHOCTh WMHTepBasa QTC HecMOTps Ha TO, YTO
MakcumanbHas KoHIeHTpanus (Cmax) panTerpaBupa B Iia3Me KpoBu Oblia B 4 pasza
OoJibllle, YeM IPU OJTHOKpATHOM IpueMe panterpasupa B go3e 400 mr.
Dapmakokunemuxa

Abcopbyust

PanTterpaBup ObICTpO BcachiBaeTcsa MoOcie Mpuema mperapata Hatomak, Cpax B
IJ1a3Me€ KpPOBH OmpeAensercss npumepHo depe3 3 yaca. [lnomans moj KpuBou
«kouteHtpanus — Bpems» (AUC) u 3HaueHne Crax pajiTerpaBupa yBEIUUINBAIOTCS
MPOTIOPIIMOHANIBHO J103¢ B aAuamnazone 103 ot 100 mr mo 1600 mr. 3HaveHus
KOHIICHTpAIIUU pajTerpaBupa B IiazMe KpoBu depe3 12 u mocie mpuema (Cizq)
BO3pPACTaIOT IPOMOPIUOHANIbLHO 03¢ B auama3zoHe 03 oT 100 Mr mo 800 mr u
BO3pACTalOT B HECKOJBLKO MEHBIIICH CTeTIeHH B Tuara3one 103 ot 100 mr 1o 1600 wmr.
[Ipu pexxume mpuema mpernapaTa JBa pa3a B CyYTKM PaBHOBECHOE COCTOSIHHE
JIOCTUTaeTcs OBICTPO, MPUMEPHO B TEUYCHHE 2 JHEH Toclie Hayaia JIeYeHHS.
3nauenust AUC u Cpyx CBHIIETENBCTBYIOT B TOJIB3Y OTCYTCTBHS HIJIM MUHUMAJIBHOM
KyMYJISIIIUM TIperiapaTa, 3HaueHue Cjoy — B TOJIb3y HE3HAUUTEIIbHOW KyMYJISIIIHH
npenapara. B pexume Monotepamuu mo 400 Mmr nBa pa3a B CyTKH 3HAa4YCHUE
CPEIIHEeT0 TEOMETPUUYECKOTO SISl TTOIIA TN 10T KpUBOH «KOHIICHTPAIIUS — BPEMS» B
uatepBaie ot 0 10 12 u (AUCy.124) coctaBsiio 14,3 MkMOJIb/11 X 4, 3HaueHne Cloq —
14 amonb/m.

AOcomoTHasT OWOJOCTYIMHOCTh paJTerpaBUpa HE yCTaHOBIIeHA. PanrterpaBup
MO>KHO MTPUHUMATh BHE 3aBUCHMOCTH OT PEKHMMa MpreMa MUIITH.

Pacnpeoenenue

[Tpumepro 83 % panterpaBupa CBS3bIBACTCS C O€NKaMH TUIa3Mbl B JIMAIa30HE

KOHIIeHTparui ot 2 710 10 MKMOJIB/J.
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PanTerpaBup jerko mpeojosieBall TUTANICHTAPHBIN Oaphep B AKCIEPUMEHTAIBHBIX
MCCJIEIOBAHMSIX Ha KPbICaX, HO HE MPOHUKAJ Yyepe3 reMatosHIedaaTnyeckuit 6apbep
B 3aMETHOM CTETIEHH.

B 1ByX KIMHMYECKUX HUCCIEIOBAHUSAX C YYaCTHEM MAIlMEHTOB, NHMUIIMPOBAHHBIX
BUY-1, koropsle mpuHuManu panterpasup B noze 400 mr nBa pasa B CYTKH,
panterpaBup OBICTPO OMNPENCISUICS B CIIMHHOMO3TOBOW JKHIKOCTH. B mepBom
uccnenoBannu (N=18) cpeaHsiss KOHIEHTPAIUS palTerpaBupa B CIUHHOMO3TOBOM
XKUJIKOCTH coctaBuia 5,8 % (B aumanazone ot 1 10 53,5 %) oT cooTBeTCTBYIONIEH
KOHIICHTpAIlMl B IUTa3Me KpoBH. Bo BTopom wmccimemnoBanumu (N=16) cpemnss
KOHIIEHTpAIUsl paJiTerpaBUpa B CIIMHHOMO3IOBOM KUIKOCTH cocTaBmia 3 % (B
nuana3one oT 1 10 61 %) OoT COOTBETCTBYIOIIEH KOHIIEHTPAIlMU B TUIa3Me KPOBHU.
Menuanbl MOMYYEHHBIX 3HAUYCHUNA ObUIM MPUOJIM3UTENBHO B 3-6 pa3 HIKE, YeM
KOHIIEHTpAIMU CBOOOTHOM (PpaKIuu pajiTerpaBupa B 1mjia3Me KpoBH.
buompancpopmayus u snumunayus

HccnenoBanusi ¢ UCIMOJIB30BAHUEM CEIIEKTUBHBIX HHTHOUTOPOB  HM30(OPMBI
dbepmenta ypunuaaudocdar-riokyponuntpanchepasnl (YID-I'T), nomydeHHoit
nyTeM okcrpeccun komruiementapHou JIHK, mokazamu, uro wu3odopma
YAD-I'TIA1 sBasiercss OCHOBHBIM (DEPMEHTOM, YYacCTBYIOIIMM B 0OOpa30oBaHUU
paNTErpaBup-TJIIOKYpOHHAA. OTHU JAHHBIE TOKA3aJid, YTO OCHOBHOW IYTh
MeTaboivM3mMa  pajTerpaBupa y  UeJOBeKa  MPEJCTaBIEH  MPOIECCOM
CIIOKYpOoHUpOBaHus, onocpenoBaHHoro YJD-I'T1AL. JnurensHOCTh KOHEYHOU
(a3bl nepruoa MoxyBbIBEICHUS PAJITErPABUPA COCTABIISIET OKOJIO 9 4acoB, O0JbILast
gacth AUC cooTBercTByeT Oo0jiee KOpPOTKOM o-(a3e Kaxylerocs mepuoja
NOJIyBBIBEJIEHUSI panTerpaBupa (coctamisieT npumepHo 1 yac). Ilocne mpuema
BHYTPb PaIMOAKTUBHO MEUEHOTO paliTerpaBupa npumMepHo 51 % oT npuHATON 1036l
BBIBOAWIIOCH 4epe3 kuimieyHuk u 32 % — depe3 mouku. B kame oOHapyxkuBajics
TOJBKO paJITETpaBUp, KOTOPBIHA, BEPOSITHO, OOpPa30BBIBANICA MyTEM THUIPOJIN3A
panTerpaBup-TrIOKYPOHHU/IA, BBIICIHMBIIETOCS C XKET4blo. B Moue omnpenensiauch

paJITETpaBUpP U PAITErPABUP-TIIOKYPOHU B KosinuecTBe 9 % u 23 % ot npuHsTOM
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JI03bl  COOTBETCTBEHHO. B 1mna3smMe KpOBHM OCHOBHBIM  ITUPKYIUPYIOIIUM
PaIMOAKTUBHBIM KOMIIOHEHTOM Obl1 paniterpaBup (mpumepHo 70 % ot oOmei
PaIMOaKTUBHOCTH), B TO BPEMSI KaK Ha PaJITErPaBUP-TIIOKYPOHU]I MPUXOJAUIOCH
toibko 30 %.

DapmaKkoKunemuka y 0moeabHvlX ZPYnn NAyUeHmos

Llon

[Ton He oKa3bIBaeT KIMHUYECKHM 3HAYMMOIO BIUSHUA Ha (PapMaKOKHHETUYECKUE
napaMeTpsl panterpaBupa. Koppekius 1036l npenapara B 3aBUCUMOCTH OT IOJa
nanueHTa He Tpedyercs.

Paca

PacoBo-3THHUYECKass NPUHAJICKHOCTh HE OKa3blBaJla KIMHUYECKH 3HAYUMOTIO
BIUSIHUA Ha (DapMaKOKMHETHYECKUE MapaMeTphl panrterpaBupa. Koppekius 10361
He TpeOyeTcsl.

llayuenmul ¢ paznuunbimM UHOEKCOM MACCbl med

Wunexke maccel Tena (MMT) He okasblBasl KIMHHYSCKH 3HAYMMOTO BIIMSHHUS Ha
(hapMakOKMHETUYECKUE TlapaMeTphl pajlTerpaBUpa y B3POCIBIX MAlMEHTOB.
Koppexknus no3sl npenapata B 3aBucumoctu oT UMT manuenTa ne tpedyercs.
Tayuenmot ¢ nonumopgusmom YD-I'TIAI

JlokazaTenbCcTBa WM Kakue-IuOO JaHHbIC, CBUJECTEIbCTBYIOUIME, UYTO HAIUYWE
nomumopdusma y depmerta YJD-I'TIAI moxker oxa3pBaTh KIMHHYECKU
3HAYMMOE BJIUSHHUE Ha (hapMaKOKUHETUYECKUE MapaMeTphl pajaTerpaBupa, He ObLUIN
noyuyeHsl. [1o JaHHBIM CPaBHUTEIBHOTO MCCIENOBaHus ¢ yuyactuem 30 B3pOCIBIX
3I0POBBIX JIOOPOBOJBIIEB C TEHETUYECKH JETEPMUHUPOBAHHOW CHIKEHHOM
akTUBHOCThIO YJID-IT'TIA1 wm 27 B3poCHbIX 370pPOBBIX JI0OPOBOJIBIIEB C
Hen3MeHeHHbIM reHoTunoM Y JID-I'TIA1 oTHoleHHE CpeTHUX T€OMETPUYECKHUX
AUC panrerpasupa cocraBuiio 1,41 (90 % moBepuTenbHBIA WHTEPBAT COCTABHII
0,96; 2,09).

Ileuenounas neoocmamoynocmo

PaHTeraBI/Ip BBIBOAUTCA MMPCUMYIIICCTBEHHO ITYTCM I'NTFOKYPOHHUPOBAHHA B IICYCHU.
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dapmakoKWHETHKA IIpernapara ObLTa H3y4eHa Y B3POCIIbIX MAIlIEHTOB C TEYECHOYHOM
HEJIOCTATOYHOCTBIO CPEIHEM CTENeHW TSIKECTH, a TakkKe B KOMOMHUPOBAHHOM
dbapMakOKMHETHYECKOM  aHanmu3e. KIMHWYeCKM  3HAYMMBIX  OTKIOHCHHM
(bapMakOKMHETHYECKUX TapaMeTpOB Yy B3POCIBIX MAIlMEHTOB C TIEYEHOYHOU
HEJIOCTAaTOYHOCTBIO CpPEAHEH CTENEHU TSHKECTH IO CPABHEHUIO CO 30POBBIMU
T0OpPOBOJIBIIAMH HE BBISABJICHO. TakuM 00pa3oM, KOPPEKIMs J03bI MpernapaTa npu
MEYECHOYHOM HEJ0CTaTOYHOCTH JIETKOM U CpeIHEN CTENEHU TSKECTH He TpeOyeTcsl.
Bnusinue TSHKEJION CTENICHU MEYCHOYHOU HEIOCTATOYHOCTHU Ha
(hapMaKOKMHETHYECKHUE MapaMETPhl pajTerpaBupa He U3ydasaoch.

Iloueunas nedocmamounocms

Ha modeuHsblii KIMPEHC MNPUXOAUTCS HE3HAUYUTENIbHAs JOJiII B BBIBEJACHUU
panterpaBupa u3 opranusma. dapMakOKHMHETHKa Mpernapara Oblia U3ydeHa Yy
B3POCIIBIX MMAIIMEHTOB C TSAKEIION CTENEHbIO TOYEUYHOW HEJJOCTATOYHOCTH, a TAKKE B
CJIO’)KHOM (DapMaKOKMHETHYECKOM aHaiin3e. KIMHWYeCKH 3HAaYMMbIX OTKJIOHEHHI
(bapMaKOKMHETHYECKUX IMapaMeTPOB y MAIIUEHTOB C TSKEJION CTENEHbIO TOYEYHOM
HEJIOCTATOYHOCTH MO CPAaBHEHHUIO CO 3J0POBBIMU JOOPOBOJBIIAMH HE BBISIBIICHO.
Takum 00pa3om, KOPPEKIMH JI03bI Tpernapara MaldeHTaM C TSKEJIOW CTETEeHbIO
MOYEeYHOM HemocTatoyHoCcTH He Tpebyercs. [lockonbky 3¢ (hEeKTUBHOCTH auain3a
panTerpaBMpa HEM3BECTHA, MPUHUMATH IpernapaT HaKaHyHE CeaHca JIualiv3a He
PEKOMEHTYETCHI.

Tlayuenmul nodxxcunozo eozpacma

B wuccnegoBanusx Ha mamueHTax oT 18 jer u crapiie He ObUIO OOHApYKEHO
3HAYMMOW 3aBHUCHUMOCTH (HapMaKOKHMHETHYECKUX IMapaMeTpPOB pajiTerpaBupa OT
BO3pacTa MaIMEHTOB, MO3TOMY KOPPEKIMS J03bI Ipernapata B 3aBUCUMOCTH OT
BO3pacra He TpeOyeTcs.

Jlemu

Jo3b1 1711 MOAPOCTKOB U JAeTeit crapiie 6 jet s jgedeHus BUY-1 undexuun
PEKOMEHJIOBaHbl HAa OCHOBAaHWUU TOTO, YTO (PApPMAKOKWHETUYECKUE TMapaMeTphl

painTerpaBrupa COInOoCTaBMMbI C TAKOBBIMH Y B3POCJIbIX IMAIUCHTOB.
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dapMaKOKHHETHKA paJITErpaBupa y AeTel Miaauie 2 JIeT He U3ydalach.
IToxka3aHus K IPUMEHEHU IO
Jleuenne BUY-1 undexnum B KOMOMHAIMU C IPYTUMH aHTUPETPOBHPYCHBIMHU
npenapaTaMi y B3pOCIHbIX, TOAPOCTKOB U JIETEW, HAaUMHas ¢ 6 JIET U ¢ Maccou Tena
HE MeHee 25KI, KaKk paHee TOJNy4YaBIIMX, TaK M HE MOJyYaBIIUX
aHTUpeTpoBupycHyto Tepanuto (APBT).
IIporuBonokaszanus
— |'MnepuyBCTBUTENBHOCTh K paITETpaBUpPy U APYTUM KOMIIOHEHTaM
npenapara
— Jlerckuii Bo3pact 10 6 jer
— Macca rena 10 25 kr
— Ilepuon nakranuu
— IIpenapaT cogep>KuT JaKTO3y, HO3TOMY NAIMEHTAM C PEJIKO BCTpEUArOLIEHCS
HACJIEICTBEHHOW HEMEPEHOCUMOCTBIO TajakTo3bl, ACPUIUTOM JIAKTa3bl
jomaped WIM  TJIOKO30-TaJaKTO3HOM ManbaOcopOiuend He  cieayer
MPUHUMATh ITOT Mpernapar
C 0CTOPOKHOCTHIO
— Muonatus u pab1oMuou3 (B TOM YKclie B aHAMHE3¢€), HAUIMYKUE COCTOSTHUN 1
(bakTopOB, Mpeapacnoararomx K uX pa3BUTHIO
— IleyeHo4Hass HEAOCTATOYHOCTD TSIKEION CTETIEHU
— OpHOBpEeMEHHOE MpUMEHEHUuEe ¢ MOIIHbIMH HHAyKTOpamu YID-I'TIAL
(pudammuiua)  (cm.  pazgen  «OcoOble  yKazaHUs»,  TOJpa3enl
«OnHOBpEMEHHOE TPUMEHEHHUE C APYTUMHU JIEKAPCTBEHHBIMU CPEJICTBAMU)
— OpnHOBpEMEHHOE MPUMEHEHHUE C aHTalUJaMH, COACPXKAIMMHU aTIOMUHUN
i Marauii (cM. pazgen «Ocobbie ykazanus», mojapasaen «OTHOBpEeMEHHOE
MPUMEHEHHE C APYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMM))
— Ilanmentam ¢ penpeccuell WM TMCUXUATPUUECKUMH 3a00JI€BaHUSIMU B

AHaMHC3C
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— Tloxwunoit Bo3pacT (BBUAY OrpaHUYEHHOW HHGPOPMAIMH O MPUMEHEHUU
pajiTerpaBupa y MaiueHToB cTapiie 65 Jier)

IIpuMeHneHue npu 0€epeMEeHHOCTH U B NEPHO/I IPYIHOT0 BCKAPMJIMBAHUA
bepemennocmo
bonbiioe KOIMYECTBO JaHHBIX O OEpPEMEHHBIX >KEHIMHAX, MPUHUMABIINUX
panrerpasup B 1o3¢e 400 Mr 1Ba paza B CyTKM B TEUEHHE NIEPBOro TpuMecTpa (0oiiee
1000 mpenmosaraéMbIX HUCXOJ0B OEPEMEHHOCTH), YKa3bIBaE€T Ha OTCYTCTBHUE
Majab(HOpPMAIIMOHHOW TOKCHMYHOCTU. McciemoBanuss Ha IKUBOTHBIX IOKa3ajiu
PENpPOIYKTUBHYIO TOKCHYHOCTb.
YMepeHHOe KOJIMYECTBO JaHHBIX O OEPEMEHHBIX J>KCHIIWHAX, MPUHUMABIIMX
panterpaBup B 103¢ 400 Mr /1Ba paza B CyTKHA BO BTOPOM U/UJIU TPETHEM TPUMECTPE
(Mexxmy mpeamnonaraembeiMu ucxogamu OepemenHoctr 300-1000), ykas3piBaeT Ha
OTCYTCTBHE MOBBILLIEHHOTO PUCKa ()€TO/HEOHATAIbHOM TOKCUYHOCTH.
PanrerpaBup B nmo3e 400 Mr nBa pasa B CYTKM MOYKHO IPUMEHSTH BO BpEMS
OepeMEHHOCTH, €CIIU 3TO HEOOXOAUMO MO KIMHUYECKUM [TOKA3aHUSM.
Pezucmp npumenenus anmupemposupycrnou mepanuu 60 8pems bepemeHHoCmu
C 1enblo MOHUTOPUHTA KIIMHUYECKUX UCXO/I0B Y MAaTEPH U TUIOAA PU MPUMEHEHUH
panrerpaBupa BO BpeMsi OepeMEeHHOCTH ObUl co3gaH MeXayHapoaHbI PEerucTp
NPUMEHEHUsI AHTUPETPOBUPYCHOM TEpanuu BO BpeMs OepeMeHHOCTU. Bpauam
PEKOMEHTyeTCsl BHOCUTh HH(POPMALIUIO O MALMEHTaX B 3TOT PETUCTP C MOMOILBIO
anekTpoHHoi outel SM_APR@APRegistry.com.
Kak mpaBuiio, npu NPUHSITHU PEIICHHUS 00 MCIOJIB30BAHUU aHTUPETPOBUPYCHBIX
npenaparoB s JedeHuss BUY-unbpexknmnm y OEpeMEHHBIX KEHIIUH W,
CJIEIOBATEIIbHO, [UJIA CHWJKEHHUS PHUCKA BepTUKaIbHOM Tiepenaun BUY
HOBOPOXX/ICHHBIM, JJI OIIEHKH O€30MacHOCTH [JIs TUIofa CIEAyeT YYHUTHIBATH
JTAaHHBIC, TIOJIYYCHHBIC Y KUBOTHBIX, a TaKK€ KIMHUYECKUN OIBIT OEepeMEHHBIX
JKEHIIIHH.
Ilepuoo zpyonozo éckapmausanus

PanTerpaBup/ero MeTaboIUTHI BBIEISIOTCS C TPYIHBIM MOJIOKOM B TaKOW CTETIEHH,
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YTO BO3ACICTBHE HAa HOBOPOXICHHBIX/MJIAJICHIIEB, HAXOISIIUXCS Ha TPYIHOM
BCKapMJIMBAHUH, BEPOSATHO. ITo MMEIOLIUMCS JTAHHBIM o
dbapMaKoIMHAMUKE/TOKCUKOJIOTUH Y >KUBOTHBIX, paJITErpaBUp/€ro MeTaOOJIUTHI
AKCKPETUPYIOTCS B TPYJHOE MOJIOKO.

Puck 11t HOBOPOXKICHHBIX/AETEHW TPy THOTO BO3PACTA UCKITIOUUTD HEJIb3S.
PanTerpaBup He cieayeT UCnoJib30BaTh B MEPUOJ IPyAHOr0 BCcKkapminBaHus. Kak
npaBuio, BUY-unummpoBaHHbIM MaTepsiM HE PEKOMEHAYETCS TPYIHOE
BCKapMJIMBaHHe BO n3bexxanue nepegaun BUY netsam.

DepmunvHocmb

VY camII0B U CaMOK KpBIC pajTerpaBUp HE BIMsII Ha (QEPTUIBHOCTH B J103aX JI0
600 Mr/Kr/cyT, MPU KOTOPBIX SKCIIO3UIIKSA B 3 pa3a MpeBbIlIaia TAKOBYIO y YeTIOBEKa
IIPY IPUMEHEHHH TIperapaTa B peKOMEHAYEMOH J03€.

Cnocod npumMeHeHusI M 103bI

BnyTpb.

Tabnerku npenapara POJIHABUP® Henwss keBaTh, KPOIUMTH, Pa3jIaMbIBaTh.
[Ipenapar npuMeHseTcs BHE 3aBUCUMOCTH OT MPUEMA IMHULIH.

Jledenue mnpenaparom POJIHABUP® nomxen IIPOBOJINTH Bpay, 00JIaIaroIIuit
JIOCTaTOYHBIM OnbITOM Tepanuu BUY-undexmmm.

Jleuenne mnpenaparom POJIHABUP® mpoBogsT B KOMOMHAIMM C JIPYTUMH
AHTUPETPOBUPYCHBIMU ITPENAPATAMH.

Pexomenayemsle 1036l penapara POJTHABUP® ms neuenus BUY-1 undexiyn:

— nst B3pocnbix: 400 mr nBa pasa B CyTKU;

— 715 AeTei ¢ 6 et u ¢ maccoit Tena He meHee 25 kr: 400 mr aBa pasza B CyTKH.
[Ipenapar He clielyeT NPUMEHSITh y JeTeill B Bo3pacTe 10 6 JIET U ¢ Maccoil Tena
MeHee 25 KT (B CBSI3U C HEBO3MOKHOCTbIO 00ECIIEUUTh PEKUM JI03UPOBAHUA).

Ecnu nanueHTs! 1eTCKOro BO3pacTa UCHBITHIBAIOT TPYIHOCTH MIPU MPOIJIATHIBAHUH
TabJIETOK, MOKPBITHIX IJIEHOYHOU 000JI0YKOH, ClIeAyeT PACCMOTPETh BOZMOKHOCTh

npremMa pajnTerpaBupa B JEKapCTBEHHON (opMe TaOJETKU KeBaTEIbHBIE.
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Ilayuenmul noscunozo éozpacma

Koppexkuus 103bl y NOKUIIBIX TAllUEHTOB HE TPEOyeTCsl.

Ilayuenmot c napywienuem )yHKyuu nouex

Koppekuus 10361 y NallMeHTOB ¢ HapylLIeHUEM (PyHKLNHU IIOYEK HE TpedyeTcs.
Ilayuenmui c napywienuem Q)ynKyuu neuenu

Koppexkius 10361 y TAIlMEHTOB C HapylIeHHEeM (DYHKIMHU TIEUYEHU JIETKOW U CpeaHe
CTEIEHHU TKECTH He TpeOyercs. bezonacHocTh U 3¢ (PeKTUBHOCTE pasiTerpaBupa y
NAlMEHTOB C TSDKEJIBIMU  COIMYTCTBYIOIIMMHU  3a00JICBaHUSIMU TI€YEHU HE
ycranosienbl. Takum o6pasom, npenapar POJTHABUP® cnenyer nmpuMeHsTh ¢
OCTOPOKHOCTBIO y IMALUEHTOB C TSHKEJIOM NEYEHOYHOM HENOCTaTOYHOCTHIO (CM.
pazaensl «PapMaKOJIOrHYECKHE CBOMCTBaY; mnoapasfaen «PapMaKOKMHETHKA» H
«Oco0bie yKa3zaHUs»).

IToOounoe neiicrBue

[Ipoduns Oe30macHOCTH panTerpaBUpa OCHOBAH Ha pe3yJibTaTax O00O0OIIEHHBIX
JaHHBIX 0 0€30IacCHOCTH, MOJYYEHHBIX B XOJ€ KIMHUYECKHX HCCIIEIOBaHUM C
y4aCTMEM MaUMeHTOB, paHee nonydaBmmx APBT, m manuenToB, paHee He
nonyyaBmmx APBT.

B o0bennHeHHOM aHanmu3e pe3yJabTaTOB KIMHWYeCKux uccienoBanuii APBT y
B3POCJIBIX MAlMEHTOB, paHee nonydaBmmx APBT, gacrora oTMeHBl Tepanuu 1o
MPUYMHE HEXKENATENbHbIX peakuuid cocraBuia 3,9 % B rpynmne MNalueHTOB,
NPUHUMABIIUX PAITETPaBUp U ONTHUMH3UPOBAHHYIO JOMOJHUTEIBHYIO TEpaIuIo
(OAT), u 4,6 % B rpynne nanueHToB, npuHUMaBiux 1ianedo nu OT. Yactora
OTMEHBI TE€pPaNUU MO MPUYMHE HEXKENATENIbHBIX PEAKIUil Y B3pOCIbIX MMALMEHTOB,
panee He mnoaywyaBmmx APBT, cocraBuna 5,0 % B Tpynme DanuMeHTOB,
NPUHUMABILIUX PAJITErPaBUP OJHOBPEMEHHO C SMTPHUIMTAOMHOM U TeHO(OBHpa
nusomnpokcuna ¢ymapatrom, u 10,0% B rpymnme manueHTOB, MPUHUMABIIMX
OJIHOBPEMEHHO 3(haBUPEH3, SIMTPUIIMTAOUH U TeHO(DOBHUpA THU30MPOKCUIIa Pymapar.
Haubonee uvacThiMM HEXENATEIbHBIMU PEAKIUSIMU BO BpeMs JIEUEHHsS ObLIH

rojioBHasi 00jb, TOIWIHOTa U 0o0Jib B *kuBOTe. Hanbornee yacThIMU CepbE3HBIMU
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HEXEIATeIbHBIMU PEaKIUsIMU OBLTM CHHIPOM BOCCTAHOBJICHUS MMMYHHTETA H
ChIllb. B KIMHMYECKUX HCCIIEIOBAHMAX YacTOTa CIydaeB OTMEHBI pajTerpaBupa
BCJICZICTBUE HEXKEIATeIBHBIX PEaKinii cocTaBuia 5 % Wi MEHee.

Hwxke mpencTaBieHbl JTaHHBIC O HEXKeJIaTeIbHBIX SBJICHHUSIX, HAOJIOIABIIMXCS B
KIIMHUYECKUX MCCIEAOBAHUSAX, C PA3IMUHON CTEIICHBIO BEPOSTHOCTU CBSI3aHHBIX C
panTerpaBupomM win ero komounanuen ¢ npyroit APBT. HexxenatenpHbie siBICHHS
MEePEYUCICHBl B  COOTBETCTBUM C CHCTEMHO-OpPraHHBIMH  KjlaccaMd U
KJIacCU(UKaIed 1Mo yacToTe: oueHb yacto (> 1/10), wacro (> 1/100, no < 1/10),
Heyacto (= 1/1000, no < 1/100), peako (= 1/10000, no < 1/1000), oueHb peaxo
(< 1/10000), yacroTa Heus3BecTHA (Ha OCHOBAHMHM HUMEIOIIUXCS JAHHBIX OLICHHUTH
HEBO3MOJKHO).

I/IHd)CKI_[I/II/I W MHBA3UHU

Heuacmo: renutanbHbli Tepriec, (HOUIMKYIUT, TaCTPOIHTEPUT, MPOCTON TepIiec,
repretTuyeckas UHQEKIUs, ONOACHIBAIOIIMN JIUIIAK, Tpurm, adcuecc aumdoysna,
KOHTaruo3HbIM MOJUTIOCK, HA30(apUHTUT, UHPEKIINUS BEPXHUX JbIXaTEIbHBIX ITyTEH.

I[O6DOK3,‘ICCTBCHHBI€, 3JIOKAQYCCTBCHHBIC W HCYTOYHCHHBIC HOBOO6Da3OBaHI/IH

(BKJ’IIO‘-IaH KHCTHEI 1 HOJ'II/IHBI)

Heuacmo: manuiaiaoMaTos3 KOXKH.

Hapviesus co ¢cTOpoHBI KPOBU M TUM(PATHUECKON CUCTEMBI

Heuacmo: anemus, xene3oneduiiuTHas aHEMUs, OOJIC3HEHHOCTh JTUMQOY3IIOB,
nuMdaaeHonaTus, HEUTPOIEHUSI, TPOMOOITUTOTICHHS .

Hapvyiienus co CTOpoOHbI HMMYHHOU CHCTEMBI

Heuacmo: cHHIPOM BOCCTAaHOBIICHUSI MMMYHMTETA, TMIIEPUYYBCTBUTEIBHOCTH K
npenapary, peakluy TMIepyyBCTBUTENBHOCTH.

HaDVIHeHI/ISI MeTa00JM3Ma 1 IUTaHUs

Yacmo: CHUXXKEHUE allleTuTa.
Heuacmo: xaxekcusi, caxapHblii AUa0ET, TUCITUTIUIEMHUS, TUIIEPXOJIECTEPUHEMUS,
TUIICPIVIMKEMHS, THICPIUNUACMUs, Tunepdarus, TOBBIIICHUE  alllleTHTA,

MOJIUTUTICUS, HAPYILIEHUE KUPOBOr0 OOMEHa.
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[Icnxnyeckue HapyIIeHUS

Yacmo: HEOOBIYHBIC CHOBUICHHUS, OSCCOHHHIIA, HOYHBIC KOIIMAaphl, HAPYIICHHUC
MOBEICHUS, ICTIPECCHSL.

Heuacmo:. mncuxmueckue pacCTpONCTBA, CYWUIUJAIbHBIC IOTBITKH, YYBCTBO
TPEBOTH, CITYyTAaHHOCTh CO3HAaHHS, TIOJIaBICHHOE HACTPOCHHE, OOJIBIIOE
JEMPECCUBHOE  PACCTPOMCTBO, OECCOHHWIIA CEpeAUHBI HOYH, HW3MCHCHHS
HACTPOCHHUS, TIAaHUYECKUE aTaKh, HapyIIeHUsS CHA, CYHIHJIAJIbHBIC UCH,
CyMIIUJaIbHOE TIOBeJeHHE (OCOOEHHO Yy TAMEHTOB C TICUXUATPUYECKUMU
3a00JICBAaHUSIMH B aHAMHE3¢).

Hapynienusi co CTOpOHEI HEpBHOM CUCTEMBI

Yacmo: TONOBOKpPYKEHUE, TOJIOBHAS 00JIb, ICUXOMOTOPHAS THUIIEPPEAKTUBHOCTb.
Heuacmo: amHe3us, CHHIPOM 3aIICTHOIO KaHajla, KOTHUTHBHBIE PacCTPONMCTBA,
HapyILLIECHUs BHUMAHUS, IOCTYPaJIbHOE TOJIOBOKPYKEHUE, TUCTEB3Us, THIIEPCOMHUS,
TUIIECTE3Usl, JIeTaprus, paccTPOMCTBO TMaMATH, MWIPEHb, Nepudepuueckas
HelponaTusi, MapecTe3uH, COHJIUBOCTb, TOJIOBHAs OO0Jb HANpPSKEHHs, TPEMOD,
CHU)KEHHE KaYeCcTBa CHa.

Hapynienusi co CTOpOHEI OpraHa 3peHuUsl

Heuacmo: cHUXEHHE OCTPOTHI 3PEHUSL.

HaDVHIGHI/IH CO CTOPOHEI OpraHa CJiyxa U J'Ia6I/IDI/IHTa

YHacmo: BepTHTO.
Heuacmo: mym B ymax.

Hapvyuienus co CTOpoHBI cepiiia

Heuacmo: omymienue cepaieOueHus, CUHyCOBasi Opamukapusi, >KeIyJa04KoBas
HKCTPACUCTOJIHS.

Hapynienusi co CTOpOHBI COCYJIOB

Heuacmo: «npunuBbD) KPOBU K KOXE JIMIIA C OLIYIICHUEM >Kapa, apTepuaibHas

TUIIEPTEH3US.
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HapymeHnus co CTOPOHBI JIBLIXaTEJILHOW CHUCTEMEI, OPTaHOB TPYIHOU KIETKU U

CPCAOCTCHUA

Heuacmo: I[I/ICCI)OHI/IH, HOCOBOC KPOBOTCUYCHHUC, 3aJIOJKCHHOCTL HOCA.

)KGJIVI[O‘-IHO-KI/IHIG‘IHBIQ HapyYICHUA

Yacmo: 4yBCTBO pacHupaHus B JKUBOTE, 00Jb B JKHBOTE, IUApesi, METCOPHU3M,
TONIHOTA, PBOTA, JUCTICTICHSI.

Heuacmo: Tactpur, omryiieHne nuckoMGopra B )KHBOTE, O0JIh B BEPXHHUX OTAETIaxX
JKUBOTA, OOJIE3HEHHOCTh B 00JIaCTH KMBOTA, YYBCTBO IHUCKOM(popTa B objactu
3aJHETO TPOXOJa, 3amop, CYXOCThb BO PTy, OIIylIleHHEe AuckoMmdopTra B
AMUTACTPATILHON 00J1IaCTH, SPO3UBHBIN TYOJCHHUT, OTPBDKKA, TacTpo330(dareaabHbIi
pedITtoKC, THHTUBUT, TIIOCCUT, O0JIC3HEHHOCTH TIPH TJIOTAHUH, OCTPBIA TAHKPEATHT,
NenTUYeCcKas 13Ba, PEKTaIbHbIE KPOBOTECUCHHUSI.

HapynieHusi co CTOpOHEBI ICUEHM U SKEITYCBBIBOJSIIMX OYTCH

Heuacmo:. rematuT, cTeaTro3 TICUYEHH, AalKOTOJBHBIA TEMaTUT, ICYCHOYHAS
HEJI0CTaTOYHOCTb.

Hapyienus co CTOpOHBI KOYKUA U MOAKOKHBIX TKAHEH

Yacmo: KOXKHas ChIIIb.

Heuacmo: axHe, anoneuus, yrpeBUAHAs Cblllb, CYXOCTb KOXH, 3PUTEMA,
aunoarpodus M1a, TUNEPTUIPO3, munoarpodus, npuoOpeTeHHas
JUNOJUCTPOUS, JIUMOTUIIEPTPOPUS, HOUYHAS MOTIMBOCTb, NPYPUrO, 3YyI
(JIOKaNbHBIN U TeHEpaTU30BAHHbIN ), MAaKyJISIpHAs Chlllb, MAKYJIOMAITyJI€3Has ChIIb,
3yJsuias Chlllb, KPAMBHULIA, KCEPOJAECPMUs, IPYTUe MOPAKEHUS KOXKH, CUHIPOM
CruBeHca-/[>KOHCOHA, JIEKAPCTBEHHAs! CHIMb C 303MHOQWIMEH M CHCTEMHBIMU
cumnromamu (DRESS-cunmpom).

Hapvyienus co CTOpOHBI MBIIIIEYHOM, CKEJIETHOW U COEMMHUTEILHOU TKAHU

Heuacmo: aptpanrusi, aptput, 0076 B cIHE, 00Jh B OOKY, CKEIETHO-MBITIICUHAS
O0onb, Muanrus, O0lMb B O00JACTH IIIEH, OCTCONCHHS, OOJIb B KOHCYHOCTIX,

OCTEOIOPO3, MOJIUAPTPUT, TCHIAUHUT, MUOTIATHS, PA0IOMUOIH3.
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HaDVHICHI/IH CO CTOPOHBEI IMTOYCK 1 MOYCBBLIBOAAIINX HVTeﬁ

Heuacmo: noueynas HeJOCTaTOYHOCTh, HEHPUT, HEDPOIUTHA3, HUKTYPHS, KUCTA
MOYKH, HAapyIIeHHe QYyHKIUU MOYEK, TYOYJTOUHTEPCTULINATIBHBIA HEDPHUT.

Hapynienusi co CTOpOHBI peNpOAYKTUBHOM CUCTEMBI M MOJIOYHBIX JKEJIE3

Heuacmo: IPCKTUJIbHAA I[I/IC(bYHKHI/ISI, IT'HHCKOMACTUs, CUMIITOMBI MCHOIIAY3hI.

O6H.[I/IC HapvyIHICHUA M PpCAaKIIMM B MCCTC BBCACHU A

Yacmo: acTeHus, cnaboCcTh, IUXOPAIKa.

Heuacmo: nuckomdopT B rpyid, 03HOO, OTEK JIMIIA, YBEJIMUECHHE 00beMa >KUPOBOU
TKaHHU, COCTOSIHME OECITOKOWCTBA, HEIOMOTraHuE, MO TYETIOCTHOE HOBOOOpA30BaHuUe,
nepudepudeckrue 0TeKu, 00Ib.

Ha6ODaTODHBIC U MHCTPYMCHTAJIBHBIC JAHHBIC

Yacmo: TNOBBIILIEHWE AKTUBHOCTU B IulazMe ananHnHamuHoTpaHchepassl (AJIT),
acrapraramuHoTpancdepasbl (ACT), mumassl 1 aMusIa3bl MOKETY TOUHOM JKEJIe3bl,
MOBBIICHWE  KOHIIGHTPAIMHW  TPUTJIMICPUIOB ¥ KOJWYECTBA  ATHIUYHBIX
JTUM(OITUTOB.

Heuyacmo: cHmwxenne aOCONIOTHOTO 4YHCIa HEUTPOPMIOB TIa3Mbl, MOBBIIICHHE
aKTUBHOCTU B IUIa3Me ImienoyHor (ocdaraszel, ammiiassl, kpearuH(pochokmuHaszbl,
CHI)KCHUE KOHIICHTPAIMKM albOyMHHA, MOBBLIIICHUE KOHIICHTpAalUU OuiInpyOuHa,
XOJIECTepUHA, KpEaTHHHHA, TTIFOKO3HI (B TOM YHKCJIE OTPEAeIIeMOi HATOIIAK), a30Ta
MOYEBHUHBI, XOJECTEPUHA JIUIIOMPOTENHOB BBICOKOW TUIOTHOCTH, XOJECTEpPHHA
JUTIOTIPOTEMHOB HU3KOW TIJIOTHOCTH, TOBBIICHUE 3HAYCHUS MEXKIyHApOIHOTO
HOPMAJIM30BAHHOTO  OTHOIIICHUS, CHIDKEHHWE KOJIMYECTBA TPOMOOIIUTOB W
JICHKOIIMTOB B KPOBU, HAJUYKE TIIOKO3BI B MOYE, HAJTUYHE SPUTPOIIUTOB B MOUE,
YBEIUYCHHUE OKPY>KHOCTH TaJUH, YBEIIMUCHUE WIIM CHIDKEHHE MACChI Tela.

TpaBMBbl, THTOKCUKALIMKU 1 OCJIOKHEHMS IIPOLIEAYD

Heuacmo: HCIIPCAHAMCPCHHAsA IICPCIO3UPOBKaA.

Omnucanne OTACJIBHBIX HEXKCIATCIIbHBIX DeaKHI/Iﬁ

3noxauecmeeHnHbvle H06006pa3060H1/lﬂ

B X04€ KIMHHUYCCKUX I/ICCJ'IC,Z[OBaHI/Iﬁ Yy NaMCHTOB, PAHCC MMOJIYUYAaBIIUX U paHEC HC
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nonyuaBmux APBT, wnabmioganuche ciydanm pa3BUTHSL  370KaUECTBEHHBIX
HOBOOOpPa30BaHUU MpPHU HMCHOJIB30BAHUM KOMOHMHAIIMM pPAJITErpaBUpa C JPYTUMU
AHTUPETPOBUPYCHBIMH CPEICTBAMHU. XAPAKTEPUCTUKA U YACTOTA 3JI0OKAYECTBEHHBIX
HOBOOOpPa30BaHUU COOTBETCTBOBAJIM TAKOBBIM I TAIMEHTOB C TKEIBIM
UMMYHOAEPUIIMTOM. PUCK pa3BUTHSL 3JI0KAUE€CTBEHHBIX HOBOOOpa30BaHUU B
KIMHUYECKUX MCCIENOBAaHUSAX ObLI OJMHAKOB Kak B TpyNmax IalKueHTOB,
MPUHAMABIIUX PAJITETPAaBUpP, TaKk M B TIpyNnax MNalUEHTOB, MNPUHUMABIIAX
IpernapaTbl CPABHEHHS.

Muonamus u paboomuonus

VY nmanueHToB, IPUHUMABIINX PAJITErpaBUp, HAOII01aJI0Ch TOBBIIIEHUE AKTUBHOCTH
kpeatuHdochokuHasbl 2-4 crenenu. Habmoaanucey cirydan pa3BUTHS MUOINIATUU U
pabaomuonusa. Ilarmentam ¢ muonatued Wi pabAOMHOIM30M B aHaMHE3e, a
TaK)Ke€ UMEIOIINM JIpyrue (pakTopsl prucka (BKIOYAsi COMYTCTBYIOIIYIO TEPAIHIO),
Ipenapar CiaeayeT Ha3Ha4yaThb C OCTOPOKHOCTHIO.

Ocmeonekpos

CooOmanoch 0 ciyyasix pa3BUTHS OCTEOHEKPO3a, OCOOEHHO Yy NAIMEHTOB C
oOmienpu3HaHHbIMU (aKTOpaMu pucka, mo3anen cragueit BUY-3a0oneBanus uim
JUTUTENIbHBIM BO3jeicTBHEM KoMmOuHupoBaHHOoM APBT. Yacrorta ero pasButus
HEHU3BECTHA.

Koorcnaa coino

B KIMHHYECKMX MCCIENOBAHUSX Y MMAIIMEHTOB, paHee noiaydaBmux APBT, koxHas
Chblllb, BHE 3aBUCHUMOCTH OT 3THUOJIOTMH, Yallle HaOIoAanach MpU MPUMEHEHHUU
panrTerpaBupa OJHOBPEMEHHO C JIAPYHABHUPOM, YE€M IPHU IMPUMEHECHHH JTaHHBIX
IIpENnapaToB MO OTIEIBHOCTU. T€M HE MEHEE 4acTOTa PAa3BUTHS KOKHOU CHINH,
CBS3aHHOW C TPHEMOM TIPermapaToB, ObLIa COMOCTaBMMAa BO BCEX TpPEX TpyImmax
nedenusi. KokHasi ChIlb ObLIa JIETKOW W YMEPEHHOW CTETICHU TSHKECTU U HE BIIHSIIA
Ha nponoskenne APBT. ¥V mauuenTtos, panee He nonydaBmmx APBT, npu neuenun
panTerpaBUpoM B KOMOWHAIIUKA C SMTPUIUTAOMHOM W TEHO(POBUPOM, Pa3BUTHE

ChIMM HAOJIIOJIAJIOCh PEXE, YeM Mpu JieYeHUH 3(aBUPEH30M B KOMOWHALMH C
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AMTPUIIUTAOMHOM U TEHO(POBUPOM.
Ilayuenmul ¢ ko-ungexyueti cenamuma B u/unu eenamuma C
B menom mnpodumnp 0€30mMacHOCTH paiTerpaBupa y TAIMEHTOB, Kak paHee
NoJIy4aBIIMX, Tak ¥ He noiydaBimmx APBT, ko-uHQUIMPOBaHHBIX XPOHUYECKUM
(HO HEe OCTpBIM) aKTUBHBIM TematutoM B u/mnu rematutom C, ObLT aHAJIOTHYEH
npodmro 6€30macHOCTH 'y ManMeHToB 0e3 Ko-uH(eknuu rematuta B w/mmm
renatuta C, xoTd dactoTta oTkjIoHeHHs akTuBHOcTed AJIT m ACT muorma Oblia
BBIIIIE B rpynnax ¢ ko-uHdeknuei renarura B u/vnu renatura C.

eTH
[To pe3ynbraram KIMHUYECKUX MCCIIEIOBAHUN TNPUMEHEHUS paJTerpaBUpa B
PEKOMEHIOBAaHHBIX JI03aX B KOMOHWHAIMM C JAPYTUMH aHTHPETPOBUPYCHBIMHU
JeKapcTBeHHbIMU cpencTBamu y BUY-1 unumpoBaHHbIX AeTel U OJPOCTKOB OT
2 1o 18 et ObUIO YCTAaHOBJICHO, YTO YACTOTA, TUIT M BEIPAXKEHHOCTh HEXKEIATEIbHBIX
peaKmuii, CBI3aHHBIX ¢ TIPHEMOM IIpernapara, ObUTH COIMIOCTAaBUMBI C TAaKOBBIMHU Y
B3POCJIBIX MAI[UEHTOB.
VY oxHOTO ManueHTa HabII0IATUCh CIICAYIOIINE CBI3aHHbBIE ¢ TIPUEMOM TIperapara
HEXEJaTeNbHbIE PEaKIUU: TICUXOMOTOPHAs TUIMEPAKTUBHOCTh 3  CTEIEHH,
HapyllleHue TOBeNeHUs M OecCOHHHWIA. Y Jpyroro malyMeHTa Ha0Iaanach
cepbe3Has HeXenaTelIbHas peakius 2 CTENEeHN — aJlJICPTHYECKast ChITb.
Eme y ognoro nanuedTa HaOmoaan0ch noseimenue aktuBHoctd ACT 4 crenenu u
AJIT 3 cTeneHnu, KOTOpoe ObLJIO PaCIICHEHO KaK CEPhE3HOE.
Ilepeno3upoBka
CrnennpuvecKkux CHMITOMOB MEPE03UPOBKH PAITETPABUPOM HE BBHISBIICHO.
B ciydae nepeno3upoBku HEOOXOIUMO CIEA0BATh CTAaHAAPTHBIM PEKOMEHIAITHSM,
TaKUM KaK yJaJICHHEe HEBCOCABIIETOCS IMpenapara M3 >KeTyI0YHO-KHUIIIEYHOTO
TpakTa, HAOJIOJCHHWE 3a TMOKa3aTesIMH >Ku3HeaesTenbHocT, Biimodas OKI,
Ha3HAYEHUE CUMMTOMaTH4YeCcKOoW Tepanuu. J[aHHBIX 00 3(PdeKTUBHOCTH IUANM3a

MIpU NIEPEAO3UPOBKE PAIITETPABUPOM HET.
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B3aumopeiicTBue ¢ APYruMu JIEKAPCTBEHHBIMH CPeCTBAMU

B wuccnemoBanmsx in VItro ObUTO TOKAa3aHO, YTO paJITErPaBUp HE SBISCTCS
cyoctpaTom nzodepMeHToB cuctembl rutoxpoma P450, ne nuarn6upyer CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 wiu CYP3A u He nuarubupyer
Y Ad-rmokypouuntpancdepassl Al u 2B7. Kpome storo, in Vitro panterpaBup He
naaymupyer CYP3A4 w He sBusercs UWHrHOMTOpOM P-rimkomnpoTenH-
OMOCPEIOBAHHOIO TpaHcmopTa. Ha OCHOBaHMH ATHUX JaHHBIX MOXHO CHENaTh
BBIBOJI, YTO paJTETpaBUp HE BIUACT Ha (PapMaAKOKHHETUUECKUE IapaMeTpbl
JIEKapCTBEHHBIX CPEJICTB, KOTOPHIE ABJISIOTCS CyOCTpaTaMu yKa3aHHBIX (PEpMEHTOB
i P-rnukonporenHa.

Kak mokazaim wuccnemoBanus IN Vitr0 m in Vivo, panTerpaBup BBIBOIUTCS B
OCHOBHOM TOCPEACTBOM MeTabonu3Ma (riatokypoHupoBanus) no YJD-I'T1AI1-
OmmocpeioBaHHOMY TMyTH. B (apmakokuHeTnke payrerpaBupa HaOIr0Aa1ach
3HaYMMas UHTEP- U UHTPAUHIUBUIYJIbHASI U3MEHYHUBOCTb.

Brusanue panmeepasupa na papmaxoxunemuxy opyeux ieKapCcmeeHHbiX cpeocmes
B uccnenoBanusx no U3y4EHUIO JIEKAPCTBEHHOTO B3aUMOCHCTBUS pAITErPABUP HE
OKa3bIBaJl KJIMHUYECKH 3HAUYUMOTO BJIMSHUS HAa (HhapMaKOKHMHETHKY STpaBUPHHA,
MapaBuUpoka,  TeHO(pOBUpa  JAM3OMpOKcHUia  (Qymapara,  TOPMOHAIBHBIX
KOHTpAaIEeNTUBOB, METAI0HA, MUJa301amMa 1 Oo1enpeBupa.

B HEKOTOpBIX HCCIIEIOBAHUSAX MPU OJHOBPEMEHHOM MPUMEHEHUU palTerpaBupa
JApyYHAaBUPOM  HAOMIOAQIOCh  HE3HAUYMUTENIbHOE  CHUKEHUE  KOHLIEHTpaluu
JapyHaBHpa B IJIa3Me€ KpPOBU. MeXaHHW3M JAaHHOTO SIBJICHUS HEU3BECTEH. Tem He
MEHEE BIIMSIHUE pAJITerpaBUpa Ha KOHIEHTPALUIO TapyHaBUpPa B IJIa3ME€ KPOBU HE
CUMTACTCS KIMHUYECKH 3HAYUMBIM.

Brusinue opyaux nexapcmeennuix cpeocms Ha apmakoKuHemuKy paimezpasupa
Crnenyet co0JI01aTh OCTOPOKHOCTH MPU OJHOBPEMEHHOM MMPUMEHEHUH TIperapara
¢ MomHbIMU UHIYKTOpamu Y JID-I'T1A1 (Hanpumep, prudaMImimHOM), yIUThIBaS,
YTO paJTerpaBup MeTaboam3upyercsi B ocHOBHOM mocpeactBom Y JD-T'T1AL.

Pudamnuiuy cHI)KaeT KOHLIEHTpAMU pajTerpaBupa B iazMe KpoBu. Bausinue Ha
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3¢ (EeKTUBHOCTh palTerpaBUpa HEU3BECTHO. TeM HE MEHEe eCIM OJTHOBPEMEHHOTO
NpUMEHEHUsI ¢ PUPAMIIUIMHOM H30€XKaTh HEBO3MOXHO, MOXHO YJIBOUTH J03Y
npenapara y B3pociibiX. JlaHHbIE 110 OJHOBPEMEHHOMY ITPUMEHEHUIO pajTerpaBupa
u pudaMIuiMHA Y MAMEHTOB muiajuie 18 jer oTcyTcTBYIOT. Bnusinue npyrux
MOIIHBIX HHIYKTOPOB H30(EPMEHTOB, META0OJU3UPYIOMIUX JIEKAPCTBEHHbIE
CpencTBa, Takue Kak (eHUToMH U (QeHobapOutan, Ha cucremy YID-I'T1A1
HEU3BECTHO. MeHee MOIlHbIE UHAYKTOpHI (Hampumep, 3(haBUpEH3, HEBUPAIMUH,
ATpaBUpUH, pU(DaOyTUH, TIIFOKOKOPTUKOCTEPOUIbI, 3BEPOOOI MPOBIPSABICHHBIH,
MHAOTJIMTa30H) MOTYT MPUMEHSTHCS C paJITErpaBUPOM B PEKOMEHIOBAaHHOM J103€.
OOHOBpEMEHHOE TPUMEHEHHE palTerpaBUpa C CHWIbHBIMH HHTHOUTOpAMHU
YAD-I'TIA]l (Hampumep, aTa3aHABUPOM) MOKET IIOBBICUTh KOHIIEHTPALIUIO
paiTerpaBupa B IU1a3Me KpoBU. MeHee cuibHble WHrHOUTOpPH YID-I'TIAl
(HanpuMep, UHAMHABUD M CAaKBHUHABUP) TAK)K€ MOTYT IMOBBICUTH KOHIIEHTPAIUIO
paiTerpaBupa B IUIa3ME€ KPOBH, HO B MEHBIIEH CTENEHU IO CPABHEHUIO C
atazaHaBupoM. Kpome Toro, TteHodoBupa gu30nmpokcmwia QGymapar MOKET
MOBBICUTH KOHIIEHTPALIUIO pajTerpaBupa B Iiia3Me KpOBH, OJJHAKO MEXAHU3M HTOTO
BIUsiHUA HeusBecTeH. [Ipodumibp OezonmacHocTH, HaAOMIOMAeMbId Yy TAIMEHTOB,
MOJIyYaBIINX aTa3aHaBUpP W/ WM TeHO(DOBUpaA TU3OIMpOKCUiIa (pymapar, B IeIOM
UJEHTUYEH TpOo(HITt0 6€30MaCHOCTH Y NAIMEHTOB, KOTOPbIE HE MPUHUMAJIN TAHHBIE
npernaparhl, IO3TOMY KOPPEKIUS 103bl HE TpeOyeTcsl.

OOHOBpEMEHHOE TPUMEHEHHE palTerpaBupa C aHTalUAaMH, COJAEpKalluMHU
OMBaJICHTHbIE MOHBI METAJJIOB, MOKET CHUXAaTh a0COPOLIMIO panTerpaBupa myTem
XEJIaTUPOBAHUS, UYTO NPUBOJUT K CHUIKEHHIO KOHIICHTpAallUu paiTerpaBupa B
T1a3Me KpoBu. Tak Kak MpUEM aHTAUHUAOB, COACPKAIIMX ATFOMUHUN WJIM MarHuM,
yepes 6 4acoB NocJie mpueMa pajterpaBupa NpyuBOIUT K 3HAYUTEIbHOMY CHHXKEHUIO
KOHIICHTpAIlMK paJiTerpaBupa B IUIa3M€ KPOBU, OJIHOBPEMEHHOE MPUMEHEHUE
pajiTerpaBupa W AHTALMIOB, COJEpXKAIIUX AJIOMHUHAM W  MarHui, He
PEKOMEHYETCS.

OnHOBpEMEHHOE TIPUMEHEHHE pajTerpaBupa ¢ aHTallUJaMH, COJACpPKaIIUMHU
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KapOOHAT KalblMsl, CHUKACT KOHIEHTPAIMIO paliTerpaBupa B IUIa3Me KpOBH,
OJIHAKO JTaHHOE B3aUMOJICUCTBUE HE pPacCCMATPUBAETCS KaK KIMHUYECKH 3HAYUMOE.
BenenctBue 3TOro  mpH  OJTHOBPEMEHHOM  MPUMEHEHHWU  palITerpaBupa ¢
aHTaIUIaMH, COJEPKaAIMMU KapOOHAT KaJbIIHs, KOPPEKIIMS 1036l HE TpeOyeTcs.
OOHOBpEeMEHHOE TNPUMEHEHHE pajiTerpaBupa ¢ JPYTUMHU JIEKapCTBEHHBIMU
CpeIICTBAMM, MOBBIIAOIIMMHI pH Kelly04HOro coka (Harpumep, OMENpa3oll Win
GbaMOTUIMH), MOET TOBBICUTh CKOPOCTh a0copOIuu  panTerpaBupa M,
COOTBETCTBEHHO, KOHIIEHTPALIMIO pajTerpaBupa B Mia3Me KpoBH. B KinHHYECKOM
UCCJEIOBAHUM MPOPUIb O€30MMaCHOCTH B MOATPYIIE MAIMEHTOB, MPUHUMABIINX
WHTUOUTOPHI MPOTOHHOTO Hacoca WK 6J10KaTopbl Ho-TrHCTaMUHOBBIX PEIEITOPOB,
ObLT comocTaBUM C mnpoduiaeM 0e30MacHOCTH B NOATPYNINE MAalMEHTOB, HE
MPUHAMABIIUX JIaHHBIC JIEKAPCTBEHHBIE cpencTBa. Koppekuus [103bl Ipemnapara
POJIHABUP® ne tpeOyeTcss npH OTHOBPEMEHHOM NPUMEHEHUM ¢ HHTHOUTOPAMH
IPOTOHHOTO Hacoca Uiy 6y0karopamu Ho-rucTaMUHOBBIX PELIENTOPOB.

Bce uccnegoBaHus B3aMMOJEWCTBUSA JIEKAPCTBEHHBIX CPEICTB IPOBOJAMINCH C
Y4aCTHEM B3pOCIIbIX MMAILIUEHTOB.

Tabnuya 1. JlanHvle no  apmaxokuHemuueckomy  83aumMoOeticmeuio
JIEKAPCMBEHHBIX CPeOCm8 V 83POCTbIX NAYUECHMO8

JlekapcTBeHHOE cpeacTBO ¢ | BzanmoneiictBue (MexaHu3Mm, Pexomenpauum no
Y4€TOM TepaneBTHYeCKOoMl €CJIM M3BECTEH) KOPPEKUHH pesKuMa
00J1aCTH PUMEHEeHU s JM03UPOBAHUS

AHTHPETPOBHPVCHBIE JIEKAPCTBEHHLIE CPEACTBA
\Hnzudoumopor npomeasot (HII)

aTazaHaBUP/pPUTOHABUP panrerpaBup AUCT 41 % Koppeknust 103bl panTerpaBupa)
(panterpasup 400 mr panterpaBup Ci2qT 77 % He TpeOyercs.
2 pasza B CyTKH) panrerpaBup Cmax] 24 %

(uarubupoBanue Y ID-I'T1AI)
TUTPaHABUP/pPUTOHABUP panrerpasup AUC| 24 % Koppekuus 10361 panTerpaBupa
(panterpasup 400 mr panterpaBup Ci24|55 % He TpeOyercs.
2 pa3za B CyTKH) panrerpaBup Cmax] 18 %

(uanykius YD-I'TIAL)
\Henyxneozuonvte unzuoumopul oopamnoii mpanckpunmaszot (HHHUOT)

hhaBUpeH3 panterpasup AUC| 36 % Koppekuust 1036l panTerpaBupa
(panTerpaBup 400 mr panrerpaBup Cizq] 21 % He TpeOyeTcsl.
1 pa3 B cyTKH) panterpaBup Cmax| 36 %

(uanykuus YID-I'TIAL)
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STpaBUPUH
(panterpaBup 400 mr 2 pa3a B
CYTKH)

panterpasup AUC| 10 % Koppekiust 103 pajirerpaBupa
panterpaBup Cizq| 34 % WJTU DTPaBUPUHA HE TpeOyeTCsl.
panrerpaBup Cmax| 11 %
(maaykmus YIAD-T'TIAL)

srpaBupud AUCT 10 %
prpaBupuH Ci2qT 17 %
TpaBUprH CmaxT 4 %

\Hykneo3uonle un2uodumopul

oopamnou mpanckpunmaszel (HUOT)

TeHO(OBUpA AU30IIPOKCHIIA
¢bymapar

(panTerpaBup 400 mr

2 pa3a B CyTKH)

panterpaBup AUCT 49 % Koppekusa 103 panrerpaBupa
panrerpasup CizqT 3 % v TeHO(OBUpA JTU3OTPOKCUITA]
panterpaBup Cmax] 64 % (dbymapara He TpeOyeTcs.
(MexaHU3M B3aMMOJICHCTBUS

HEH3BECTEH)

teHoosup AUC| 10 %
TeHO(oBUp C244) 13 %
TeHO()OBUP Cmax| 23 %

Anmazonucmul xemokunoswvix peyenmopoe CCRS

MapaBUPOK
(panterpaBup 400 mr
2 pa3za B CyTKH)

panrerpaBup AUC| 37 % Koppekuust 103 panterpaBupa)l
panrerpaBup Cizq| 28 % VI MapaBUpOKa He TpeOyeTcsl.
panrerpaBup Cmax| 33 %
(MeXaHN3M B3aUMOICHCTBHS
HEH3BECTEH)

mapaBupok AUC| 14 %
mapaBupok Ci2q] 10 %

MapaBUPOK Cmax| 21 %

JIeKapCTBeHHbIe CpeacTBa INIPOTHB BUpPYCa renarura C

\HUnzubumopuel npomeasol NS3/4A eupyca cenamuma C

OorenpeBup panrerpasup AUCT 4 % Koppekuusi 7103 panterpaBupa
(panrerpasup 400 mr panterpaBup Cizq| 25 % VTH OorenpeBupa HE
1 pa3 B cyTKH) panrerpaBup CmaxT 11 % Tpedyercs.

(MexaHu3M B3aUMOJICUCTBUS

HEU3BECTEH)

IIpoTuBOMHKPOOHBIE NPeNnapaThl

IIpomusomyodepKynesnvie npenapamnul

pubaMnunuH
(panterpasup 400 mr
1 pa3 B CyTKH)

panterpaBup AUC| 40 % Pudammnuiiux CHUIKACT]
panrerpasup Cizq) 61 % KOHIICHTPALIUIO paJITerpaBupa B
panrerpaBup Cmax| 38 % Ma3Me KpPOBH. Ecmm
(uanykius YD-I'TIA1) KOMOMHHPOBAHHOW Tepamuu ¢
prubaMIUITHOM n30exarhb
HEBO3MOKHO, HE00XO0IUMO
[PacCMOTpPETH BO3MO>KHOCTb,
YBEITUYEHUS J103Bl

ajTerpaBupa B 2 pasza.

CenaTuBHBIC IpenapaTbl

MU/ 1a3071aM muazonam AUC| 8 % Koppeknust 103 panterpaBupa)l
(panterpasup 400 mr mMu1azonaM CmaxT 3 % WM MUa3ojiama He TpeOyeTcs.
2 pa3a B CyTKH) [loyueHHbIE JIAHHBIE
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yKa3blBalOT Ha  TO,  YTO
pajiTerpaBup  He  SIBISIETCS
MHYKTOPOM WJIM MHTHOUTOPOM
CYP3A4 u uyto panterpaBup HE
BIMSIET Ha (HapMAKOKUHETHUKY)|

TIeKapCTBEHHBIX CPEIICTB,
SIBJISTFOILIUXCSI cyocTparamu

CYP3A4.

AHTaM/BI (Co/iep:Kale KATHOHBI METAJLJIOB)

AHTaIUAbl, CoAepKalne OIHOBpPEMEHHO C AHTaluUIbI, coJieprKarniue
QIFOMUHHNA WM MarHui panTerpaBupoM QIIFOMUHHN U Mar"ui,
(panTerpaBup 400 mr panterpaBup AUC| 49 % CHIDKAIOT KOHIIEHTPAIUIO
2 pa3za B CyTKH) panterpaBup Cizq| 63 % pajiTerpaBupa B IIa3Me KPOBH.
panterpaBup Cmax| 44 % OnQHOBpEMEHHOE TPUMEHEHUE
panTerpaBupa ¥ aHTAIUJOB,

3a 2 yaca J10 mpuema
payiTerpaBupa
panrerpaBup AUC| 51 %
panrrerpaBup Cizq] 56 %
panrerpaBup Cmax| 51 %

Uepes 2 yaca mociie npuema
panTerpaBupa

panrerpaBup AUC| 30 %
pairrerpaBup Ciaq] 57 %
panterpaBup Cmax| 22 %

3a 6 yacoB 10 mpuema
panTerpaBupa
panterpasup AUC| 13 %
pairrerpasup Ciaq] 50 %
panterpaBup Cmax| 10 %

Uepes 6 yacoB nocine npuema
panrerpasupa

panrerpasup AUC| 11 %
panterpaBup Ciz| 49 %
panterpaBup Cmax| 10 %
(xemaTupoBaHUE KaTHOHAMU
METaJJIOB)

coJepKalluX aJIIOMUHUN WIH
MarHui, He peKOMEH0BAHO.

AHTaIU/IbI, COIepKAIINEC
KaJIbIMsI KapOoHaT
(panTerpaBup 400 mr

2 pa3a B CyTKH)

panrerpasup AUC| 55 %
panrerpaBup Cizq| 32 %
panrerpaBup Cmax| 52 %
(xemaTupoBaHUE KaTHOHAMU
METaJJIOB)

Koppekius 1036l pajTerpaBupa;
He TpeOyercs.

baokatopsl H2-rucTaMHHOBBIX pelienTOPOB M HHIHOMTOPBI MPOTOHHOI0 Hacoca

OMeEIpaso
(panterpasup 400 mr
2 pa3a B CyTKH)

panrerpaBup AUCT 37 %
panterpasup Ciz2qT 24 %
pasrerpaBup CmaxT 51 %

(yBeJIMYEeHHE paCTBOPUMOCTH)

Koppexkiust 10361 pajaTerpaBupa
He TpeOyercs.
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(bamoTuaNH panterpasup AUCT 44 % Koppekuust 1036l pajiTerpaBupa
(panTerpaBup 400 mMr panterpaBup Ci2«T 6 % He TpeOyeTcsl.
2 pa3za B CyTKH) panrerpaBup CmaxT 60 %

(yBenMueHne pacCTBOPUMOCTH)
I"opMoHAaJIbHBIE KOHTPAIlENTHBBI

PTHHUIACTPAIHOIN sruHmCcTpaanon AUC| 2 % Koppekiust 103 panrerpaBupa

HOPAJITECTPOMHH ATUHWIACTPAINON CmaxT 6 % 190031 TOPMOHAJIbHBIX

(panTerpaBup 400 mr HopaarectpoMud AUCtT 14 %  [KoHTpalienTHBOB (3cTporeH

2 pa3za B CyTKH) HOPAATeCTPOMHUH CmaxT 29 % W/
[POTECTareHCOACPIKAIINX) HE
Tpedyercsi.

Onunonanble AaHAJTbIeTHKH

MeTaI0H MeTaqoH AUC— Koppeknus 103 pajirerpaBupa

(panterpaBup 400 mr MeTa0H Cmax<> WM METaJ0HA HE TpeOyeTcs.

2 pa3a B CyTKH)

Oco0ble yka3zanus

[TaruentoB  crnegyer  UHGOpMHpOBaTH O  TOM, 4YTO  COBPEMEHHBIE
aHTUPETPOBUPYCHBIE TMpemnapaTsl He u3ieunBaroT BUY-undexuuro u He
npenorBpamator nepegadyy BHY apyrum oM ¢ KpOBBIO WIIM IIPU MOJIOBBIX
KOHTaKTax. XoTsd JOKa3aHo, u4To 3((EeKTUBHOE MOJaBJICHUE BUpYycCa
aHTUPETPOBUPYCHOM TEpanMer CylIeCTBEHHO CHUXKAET PUCK Mepenayr HHPEKINH
IIOJIOBBIM ITyTE€M, OCTAaTOYHBIA PHUCK HCKIKOYaTh Henb3ss. Bo BpeMs sedeHus
IpenapaTom POJIHABUP® mnamueHTsl AOKHBI MpoJ0KaTh  COOJIOIATh
COOTBETCTBYIOIINE MEPhI 0€30MaCHOCTH.

Takxe manueHThl JOHKHBI ObITh MPOUH(DOPMHUPOBAHBI O TOM, YTO y HUX BCE €lIe
MOTYT Pa3BUThCS MHPEKIMU WIH JPYTUE COCTOSIHUS, PACIPOCTPAHEHHBIE CPEAU
BUY-unpunupoBaHHBIX MAlMEHTOB (ONMOPTYHUCTHYECKHUE HH(eKkimn). Bo Bpems
tepanuu npenaparoM POJTHABUP® o4eHs BaKHO OCTaBaTHCS MO HAOIIOICHUEM
Bpaya.

PanrerpaBup MMeeT OTHOCHTEIIBHO HHM3KHH TEHETHYSCKHN Oaphep K Pa3BUTHIO
PE3UCTEHTHOCTH, TO3TOMY I MOBBIIIEHUS 3)PEKTUBHOCTH JICUEHUS U CHUKEHUS
pHCKa pa3BUTHsA pe3sucTeHTHocTH K mpemnapary POJIHABUP® neoOxomumo
Ha3HauaTh TMpermapaT B KOMOMHAIMK C JBYMsI JPYTUMH  aKTHBHBIMH

aHTUPETPOBUPYCHBIMU CPENCTBAMH, €CJIA ITO BO3MOKHO.

23



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 01.11.2024 N= 24157
(NOCNEOCBATENEHOCTE 0002)

BaxxHO OOBSICHUTH TAlMEHTaM HEOOXOIUMOCTh HW3YYUTh WMHCTPYKIHIO TIO
NPUMEHEHHMIO Mepel HavaaoM Tepanuu npenaparom POJIHABUP® wu
IIEPEYUTHIBATh €€ KAKIBIM pa3 IpU IOJIYYEHHH OYEPEIHOTO penenta OoT Bpada.
[TanmeHThI JOIKHBI OBITH TPOUH(DOPMUPOBAHBI O HEOOXOJUMOCTH COOOIIAThH Bpayy
O TIOSIBJICHUM KAKUX-IMOO HEOOBIYHBIX CHUMIITOMOB, JHOO COXpaHEHHH WIH
YXYALIEHUH JIF0OOr0 U3BECTHOTO CUMIITOMA.

Cunopom 6occmanogieHus UMMyHUmMema

Ha navanbHbIx 53Tamax koMOuHupoBaHHo APBT y BHUY-unpuumpoBaHHBIX
MAlMEHTOB C TSKEJIBIM MMMYHOJIEC(PUIIMTOM MOMXET Pa3BUTHCS TaK Ha3bIBACMBII
CUHJPOM BOCCTAHOBIICHUSI MMMYHUTETa, TO €CThb BOCHAJIMTENIbHAS PEaKIus Ha
O0ECCUMITOMHO TEKYIME WM OCTAaTOYHBbIE ONIOPTYHUCTUYECKHE HWH(PEKINH
(IMTOMETaTOBUPYCHBIM ~ PETHUHUT, ITHEBMOIMCTHAS ITHEBMOHUS, BbI3BaHHAA
Pneumocystis jirovecii, tucceMrUHUPOBAHHBIC WJIM 0YaroBble MUKOOAKTEPHUAIbHBIC
UHQEKIUMU U JAp.). OTO MOMKET CIOCOOCTBOBATH YXYAIIECHUIO KIMHUYECKOTO
COCTOSIHUS U YCUJICHUIO UMEIOIIUXCS CUMITOMOB. OOBIYHO Takasi peakiys MOXKET
HaOIIOAAaThCSl B MEPBbIE HEAECNHM WM MECSIbl MOCe Havyajla KOMOWHHUPOBAHHOM
Tepanuu. JI1oOble BOCTAIMTENBHBIE CHUMITOMBI JOJDKHBI OBITH OIEHEHBI U TPHU
HEOOXOMMOCTH Ha3HAUYCHO JICUYEHHE.

[Ipn pa3BUTUM CUHApPOMA BOCCTAHOBJICHHS UMMYHHUTETa ObUIM OMUCAHBI TaKHUe
ayTOMMMYHHBIE paccTpoiicTBa, kak baszemoBa Gone3nb. TeM He MeHee pa3BHUTHE
TaKMX HApyLIEHUH MOXXET HaOJI0aThCsl 4epe3 MHOTO MECSIEB IOCie Haydaja
JICYEHUS.

Ocmeonexkpos

Hecmorps Ha TO, 4YTO OTHOJOTHA JAHHOTO  OCJOKHEHHMS  CUMTAETCS
MHOTO(AKTOPHON (BKJIIOYAs TEpamuio KOPTHUKOCTEPOUIaMU, YIOTpeOIeHHe
QJIKOTOJISI, TSDKETBI UMMYHOJe(DUIIUT, BHICOKUNA HWHIEKC MAacChl Teja), OMUCAHBI
Cllydad pa3BUTHUSI OCTEOHEKPO3a, 0OCOOCHHO Ha mo3AHuX ctaausx BUY-undexnuun
W/WJH TIPU T TENIbHOM npreMe komOnHupoBanHoit APBT. ITanmenTam, y KOTOpbIX

ITOABHUJINCH TAKHUEC CUMIITOMBI, KaK 00Jb B CyCTaBax, CKOBAHHOCTb UJIN OI'PAaHUYCHUC
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IIOJABKHOCTH, HY’KHA CPOYHASI KOHCYJIbTALlMsl CIEUATIUCTA.
Taoicenvie peakyuu co CMOPOHbL KOMCU U PeaKUUU 2UNEPUYECMEUMETbHOCMU
[Tomydensl JaHHBIE O TSHKEIBIX (MMOTEHIIMATBHO KU3HEYTPOKAIONINX) U (DaTambHBIX
HEXEJATEIbHBIX PEaKIUSAX CO CTOPOHBI KOXXHM Yy IAlMEHTOB, IPUHUMABIIUX
pajnTerpaBup B COCTaBE€ KOMOMHUPOBAHHOW TEPANUU C APYTUMU JIEKAPCTBEHHBIMU
CPEACTBAMHM, ACCOLMUPYIOLIUMUCS C 3TUMHU HEKEJATEIbHBIMUA PEAKIUAMU, TAKUMHU
Kak cuHapoMm CtuBeHca-/[DKOHCOHAa W TOKCHYECKUI SMHIACPMAIbHBIM HEKPOJIH3.
Takske cooOIIATOCH O pEeaKIUAX TUIEPUYyBCTBUTEIBbHOCTH, KOTOPHIE MPOSIBIISIIUCH B
BUJIE CHIIIM TEHEPAJIU30BAHHOIO XapakTepa, U HMHOI/A OPraHHOW IUC(YHKIIHH,
BKJIFOYAsl II€YEHOYHYIO HENOCTaTOYHOCThb. CieyeT HEMEUIEHHO IIPEKPaTUTh
npumenenue npenapara POJITHABUP® u npyrux npenaparos, IPEANoNokKUTENLHO
CHOCOOHBIX BBI3BaTh TaKUE PEAKLUH, €CJIM MOSBUINCH NPU3HAKU WIM CUMITOMBI
TSDKEJIBIX PEAKUUN CO CTOPOHBI KOXKM WM PEAKUUU THUIEPYyBCTBUTEIBHOCTH
(BKJTFOUAs TSHKEIYI0 KOXKHYIO ChIITb WM ChIllb, COMPOBOKIAOIIYIOCS JTUXOPAIKOMH,
o01iee HeJOMOraHue, cinabocTh, OOJM B MBIIIIAX WM CYCTaBax, IOSBICHHE
BOJIABIPEN HA KOXKE, OBPEXKACHUS B POTOBOM ITOJIOCTH, KOHBIOHKTUBHUT, OTEK JIMLA,
renaTuT, 303MHOPUINIO0, aHTHOHEBPOTUYECKHUI OTEK, HO HE OTPAHUYUBASICH TOJIBKO
uMH). B 3THX choyyasx HEoO0XOAMMO MOHUTOPHPOBATH KIMHUYECKHM cCTaryc,
BKJIIOYAsl ~ aKTUBHOCTh  «IE€YEHOYHBIX»  aMUHOTpaHcpepa3d, M  HayaTh
COOTBETCTBYIOIIYIO  Tepanuio. HecBoeBpeMEHHOE  IpEKpallleHue  Teparuu
npenapatoMm POJIHABUP® wmnu  JpyruMu  JIEKapCTBEHHBIMM — CPENCTBAMH,
ACCOLMUPYIOIIMMHUCS C ITUMH HEXEIATEIbHBIMUA PEAKLIMUSIMU, IOCIE MOSBICHUS
TSYKEJIOM ChIITU MOKET MIPUBECTHU K KU3HEYTPOKAIOIIUM PEAKLIUSAM.

Muonamusa u pab6oomuonu3s

Coolmianoch 0 pa3BUTUU MHUONATHM W padmomuonuza. Cienyer coOm0aaTh
OCTOPOKHOCTh IpYM Ha3HAYEHUW Ipernapara MNalueHTaM ¢ MUONATHEHd H
pabAoOMUONIM30M B~ aHaMHe3e WIM C  KakuMu-lubo  Qakropamu,
IPEAPACIONIATAIOIMMHA K HX Pa3BUTUIO, B YaCTHOCTH, IPH COMYTCTBYIOLIECH

TCpalluu Iperaparamu, CIIOCOOHBIMM BBI3BATh 3TU HEXKEIATEIbHBIC pcaKnum.
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Hapywenue ¢pynkyuu neuenu

besonacHocTh U 3(PPEKTUBHOCTH pajiTerpaBupa y TMAIMEHTOB C TSHKEIBIMU
COITYTCTBYIOILIMMH 3a00JIEBAHHUSIMU [I€YEHU HE YCTaHOBJIEHBL. ClenyeTr coOIoaaTh
OCTOPOKHOCTb IpH Ha3HaueHnuu npenapara POJIHABWP® nanuenTam ¢ TSKeIbIME
HapyLIEHUSIMUA (PYHKIIUU TICYECHH.

Y manuMeHToB ¢ CYMIECTBYIOMEH MUCHYHKIMEH TEYCHH, BKIIOYAs XPOHUUYSCKHMA
renaTuT, TOBBIIIACTCS YacToTa HapylieHWH (QYHKIUM TMe4eHrn Ha (QoHe
koMOuHupoBaHHOM APBT, u OHM mopasie’xaT MOHUTOPHHIY B COOTBETCTBHUU CO
CTaHAAPTHOM mnpakTukou. [IpM mMosABIEHMM Yy TaKMX NANUEHTOB TNPHU3HAKOB
yXyALleHUs 3a00JI€BaHUS IEYEHU JOJKEH ObITh PACCMOTPEH BOIIPOC O NMPEPHIBAHUU
WJIY TIPEKPAILCHUN JICUCHHS.

[TanpeHTl € XpoHMYecKMM TrematutoM B wm C, Takke NOJydaromue
koMOuHupoBaHHyro APBT, BXxoasT B Trpymmmy puCKa pPa3BUTUSA TSDKEIBIX H
NOTEHIMAIBHO (DaTaTbHBIX HEXKEIATENbHBIX SIBJIEHUN CO CTOPOHBI MEUYEHHU.
Koosrcnasn coino

Y nanuenrtoB, panee mnoaydaBmux APBT, npu npumMeHenuum panrerpaBupa
OJTHOBPEMEHHO C JapyHaBUpPOM KOXKHas Cblllb HAOJIOAAeTCd dYalle, 4eM Y
NAMEeHTOB, NPUMEHSIOIIUX Ipenaparsl No oTaeabHocTU (cM. pasnen «Ilobounoe
JICUCTBHEY).

Henpeccus

Jlenpeccusi, BKIIIOYasi CyMIMAATBHBIE UEHU U OBEJIEHNE, HA0II0a1ach B OCHOBHOM
y MAlMEHTOB C JETPECCUEN WIH NCUXUATPUUECKUMU 3a00J€BaHUSIMU B AaHAMHE3E.
Cnenyer coOIIOaTh OCTOPOKHOCTH NP HasHadeHuu npemnapara POJIHABUP®
NalMeHTaM C AeNpPecCuei Ui NCUXUaTpUIECKUMU 3a00JIEBAHUSIMU B aHAMHE3E.
Oonoepemennoe npumenenue ¢ Opy2UMu 1eKapCmeEeHHbIMU CPeOCmeamu
Anmayuowi

OnHOBpEMEHHOE NPUMEHEHHE palTErpaBUpa C AaHTAUWUJIAMH, COACPKAIUMHU
AJTIOMUHHMM WA MarHuii, TpUBOJUT K CHH)KCHUIO KOHUEHTPALMU PAITETPABUpa B

I1a3Me KpoOBH; B CBA3M C OTHUM OJHOBPCMCHHOC IIPUMCHCHUEC 3THUX IIPCIIapaTOB HE
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pexoMeHayercst (cM. pasnen «BszaumopelicTBuEe ¢ JAPYTHMMH JIEKAPCTBEHHBIMHU
CpEICTBAMI ).

Pugpamnuyun

Crnenyet co010AaTh OCTOPOKHOCTD IPY HA3HAUEHUU PAIITErPAaBUPA OJJHOBPEMEHHO
¢ MoiHbIMU uHAYKTOpamu Y ID-I'T1A1, takumu kak pudamnunui. Pudamnuimn
CHIDKAeT KOHLIEHTPALMIO pajTerpaBupa B IJIa3Me; BIUAHHUE HA 3(PPEKTUBHOCTD
panrerpaBupa Heu3BecTHO. [Ipy HEOOXOAMMOCTH MPOBEAECHUS KOMOMHUPOBAHHON
Tepanuu pUPaMIIMIMHOM U PaITErpaBUpPOM J103a palTerpaBHpa JOJKHA OBITh
yBEIMYEHA B 2 pa3a y B3pOCIbIX MalKUeHTOB. HeT JaHHBIX s BO3MOXKHOCTHU
KOPPEKTUPOBKH J[03 IIPENAPATOB P OJHOBPEMEHHOM IIPUMEHEHUN pajTerpaBupa
U pudamnuimHa y nmauueHtoB muaame 18 ner (cMm. pasgen «B3aumoaeicTBue C
JPYTUMH JIEKaPCTBEHHBIMU CPEICTBAMM).

Biausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeICTBaMM,
MeXaHM3MaMM

HccnenoBanust MO HW3YYEHHIO BIMSHUSA Ha CIOCOOHOCTh K  YINPaBJICHUIO
TPAHCHOPTHBIMU CPEACTBAMU M HUCIOJIb30BAHUIO MEXAHU3MOB HE MPOBOJUIIKCH.
VuuTEIBas BO3MOKHOCTh Pa3BUTHsA Ha (oHe Jeuenus npenaparom POJIHABUP®
rOJIOBOKPY’KEHUS, c1a00CTH, COHIMBOCTU U HEYETKOCTHU 3PEHUSI, KOTOPbIE MOTYT
BJIUSTh HAa YKa3aHHbIE CHIOCOOHOCTH, HYKHO MPOSBIISITH 0COOYI0 OCTOPOKHOCTD IIPH
YIPaBJICHUH aBTOMOOWJIEM B padoTe ¢ MEXaHU3MaMHU.

dopMa BbIIIyCKA

TabneTku, MOKPHITHIE MIIEHOYHOU 000m0uKO0i, 400 MmT.

[To 10 Tabnerox MOMEMIAIOT B KOHTYPHYIO SIYEHKOBYIO YMAKOBKY W3 IUJICHKH
OIA/AJI/TIBX wnu nenku [IBX/TIBJIX/TIBX u Gponbru antoMUHUEBOM eYaTHOM
JTAKUPOBAHHOM.

I[To 30, 60 TabneTok B 6aHKY U3 MOJMUATUIICHA BHICOKOW IJIOTHOCTH, YKYIIOPEHHYIO
KPBIIIKOW HABUHYMBAEMOM M3 MOJUIPONUIIEHA C KOHTPOJIEM MEPBOTO BCKPBITUS CO
BCTAaBKOM M3 CHJIMKareis Wid B OaHKy IMOJIMMEPHYIO M3 IMOJMATHIIEHA HU3KOTO

JABJICHMS, YKYIIOPEHHYIO KPBIIIKOM HAaBUHYMBAEMOW M3 MOJUATHIIEHA HU3KOTO
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JaBJICHUS C MEeMOpaHo#, win B OaHKY MOJMMEPHYIO W3 MOJUATHIIEHA HHU3KOTO
JIABJICHUS, YKYIIOPEHHYIO KPBIIIKONM HAaBUHYMBAEMOW W3 MOJMATHIEHA HU3KOIO
JABJICHUSI U CMECH M3 MOJUATUICHA BBICOKOTO JAABJICHUS W MOJUAITHIEHA HU3KOTO
JIABJICHUSI C KOHTPOJIEM TMEPBOTO BCKPBITHS BMECTE C MAKETOM-OCYLIUTEIEM
(cuukaresns).

JlomyckaeTcsi CBOOOTHOE MPOCTPAHCTBO B OAHKE 3aIlOJHATH BATOW METUITMHCKOU
TUTPOCKOIMYECKOM.

Opnny 6aHKy wiH 3, 6 KOHTYPHBIX STYEMKOBBIX YIIAKOBOK BMECTE C MHCTPYKIUEHN 11O
MEIUIMHCKOMY IPUMEHEHHUIO TOMEIIAIOT B NAYKy U3 KapTOHA.

YcioBusi XxpaHeHus

Xpanuth npu Temmneparype He Boimie 25 °C. XpaHUTh B OpUTHHAIBHON yIIaKOBKE
(mauke).

XpaHHUTh B HEJOCTYITHOM JIJI IETE€ MECTE.

Cpok rogaocru

2 ropa.

He npumeHsTh 0 HCTEUEHUH CPOKA TOAHOCTH.

YcioBus oTnycka

OTIiycKaroT 1o penenty.

Jlep:kaTesib perucTPALMOHHOI0 YI0CTOBEPEeHHU

000 «ITPOMOME/I PYC», Poccuiickas @enepaius

Anpec: 129090, r. Mocksa, npocnektT Mupa, aom 13, ctpoenue 1, opuc 13
IIpousBoauTeab

AO «buoxumuk», Poccuiickas ®eneparus

Opuanueckuit  aapec: 430030, Pecny6nuka MopaoBus, 1. CapaHck,
yi. Bacenko, 1. 15A

Anpec mecra mnpomsBozacTBa: 430030, Pecnybmmka MopmoBus, 1. Capasck,
yi. Bacenko, 1. 15A

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

DnekTpoHHas no4ta: biohimic@promomed.pro
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Anpec B ceTd HHTEpHET: promomed.ru

Opranuszanus, NPUHAMAIOLIAA IPETEH3MH NOTpeduTe el

00O «ITPOMOME]/] PYC», Poccuiickas @exneparus

Anpec: 129090, r. Mockga, npocrniekt Mupa, aom 13, ctpoenue 1, opuc 13
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyriaoCyTOYHO)

OnekTponHas nmoyta: hot_line@promomed.pro
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