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MHCTPYKILMA
[10 MEJIMIIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHQL O IIPEHAPATA
AMUBUPEH" - 606443-04099¢
Perncrpannonunsiii Homep: COTJACOBAH ¢

Toprosoe nanmenoBanue: AMuB1pen”

Mesxaynapoanoe HenaTEeHTOBAHHOE HJIH IPYNIIHPOBOYHOE HANMEHOBAHME: JIAMUBY JIMH
JlekaperBennasi popma: pacTBOp /Ul pHeMa BHYTPb

Cocras

1 Mu1 mpenapaTa COAEpHKHUT:

Jeticmsyrowee ewyecmso. namuByauH - 10,0 mr.

Becnomozamenvnvle eewjecmea: caxapoza - 200,0 wmr; nponwmnenraukoins - 20,0 Mr;
MeTHJIaparuipokcubensoar - 1,5 mr,; nponuanaparuapokcubdensoar - 0,18 mr, apomarusartop
k1yOHuyHbIi - 0,8 Mr; apomarusatop GananoBbli - 0,6 Mr, Hatpust wuTpar - 14,0 Mr; TMMOHHas
KHMCJIOTa MOHOTHPAT - 2,5 MI; XJIOPHCTOBOJOPOIHAS KUCIOTa 2M pacTBOp / HATPHUS THAPOKCHT
2M pactBop - 10 pH ot 5,7 10 6,3, Boja ouniieHHas - 10 1 Mi1.

Onucanue: I[lpo3paunbiit pactBop OT 6ECLBETHOrO A0 CBETJIO-)KEITOrO IBETa CO CJIabbIM
(GPYKTOBBIM 3aIaxoM.

(dapmakoTepaneBTHUecKas rpynna: npotuBosupycroe (BUY) cpesnctro

Koa ATX: JOSAFO0S5

®apmako/10ruyecKHe CBOHCTBA

DapmakoOuHamuKa

Mexanusm oeticmeus

JlaMUBYIMH — aHAJIOT HYKJIEO3WI0B, 00Ja/aloUIMi aKTHBHOCTBIO B OTHOLICHHWH BHpyca
uMMyHoepuumta yenoseka (BMY) u Bupyca renatura B (HBV). Jlamusyaun nojasepraercs
BHYTPUKIETOYHOMY METa00IM3My ¢ 00pa30BaHHEM aKTUBHOT'O IIPOU3BOAHOIO — JIaMHMBYAMHA 5 -
tpudocpara. OCHOBHOM MeXaHH3M €ro JeicTBHS — OJOKMpPOBaHUE CHHTE3a LIENH B IpoLecce
obOparnoit tpaHckpunumu BUY. Tpudocdar obnamaer cenekTHBHOM HHruOHpyromen
AKTUBHOCTbIO B OTHOWIeHUH perutkauun BUY-1 u BUY-2 in vitro, a Takxke aKTHBHOCTBIO B
OTHOLIEHUM PE3UCTEHTHBIX K 3WAOBYAMHY KiauHuuyeckux uzonstoB BUY. He wnabmopanuce
aHTaroHucTHyeckue 3QPEeKThl in Vitro Npu 0 JHOBPEMEHHOM TPUMEHEHHH JTaMUBY/IMHA U APYTHX
aHTUPETPOBUPYCHBIX MPeNnapaToB (MCCIeJ0BaHHbIE BeleCTBA: abakaBUp, AMIAHO3MH, HEBUPAITMH

U 3UJIOBYHUH).



Peszucmenmunocmso

PesucrentHocts BUY-1 x namMuByauHy oOycioBieHa 3aMeHON aMHHOKUCI0TEI M 184V BOau3u
aKTUBHOIO I€HTpa BHPYcHOH oOparHoit TpaHckpuntassl (OT). [laHHbI BapuaHT MyTalMH
BCTPEYAEeTCs KaK B YCIOBMSAX in vifro, Tak 1 y nHGuuupoBanubiX BUY-1 nauueHToB, noryyaBimx
AHTHPETPOBUPYCHYIO TEPAITHIO, BKIIKOYAKOLLYIO JaMUBYAHH. [Tpu myraumun M 184V 3nauutensHO
CHMXKAETCS YYBCTBUTEJILHOCTh K JIAMHBYJMHY W YMEHbLIAeTCs CHOCOOHOCTH BHpyca K
peruIMKaluK in vitro. B uccnenoBaHusX in vitro ObUIO YCTaHOBIEHO, YTO PE3UCTEHTHBIE K
3UJIOBY/IMHY M30JIATBI BUPYCa MOT'YT CTAaHOBUTbCS UYBCTBUTE/BHBIMH K €ro ACHCTBHIO, €C/IH Y
3THX H30JIATOB OJHOBPEMEHHO pPa3BUBACTCA pPE3UCTEHTHOCTh K JaMmuByauHy. OpHako
KIMHUYECKOE 3HaYE€HHE TUX JaHHBIX /10 HACTOSIIEr0 BPEMEHH HE OTIpe/Ie/IeHO.

Jlaunple in vitro, KaK npaBuI0, YKa3blBalOT HA TO, YTO IPOIOJDKEHHE IPUMEHEHMUS JJaMUBYIMHA B
COCTaBe€ AHTHPETPOBUPYCHOW TEpalnuu, HECMOTps Ha pa3BuTHe MyTtaumu MI184V, moxer
MPUBECTH K IOSABJIEHHIO OCTATOYHOH aHTHPETPOBUPYCHON aKTUBHOCTH (BEPOSITHO, B pe3y/ibTaTe
YXY/ULEHHUS PEIIMKaTHBHOM criocoOHoCTH BUupyca). KinHuueckas 3Ha4uMMOCTh ITHX Pe3y/IbTaToB
HE YCTaHOBJIeHA. B eHCTBUTEIBHOCTH, JOCTYIHbIE KIMHUYECKUE JaHHbIE OYEHb OTPAHHUYEHBI U
HE MO3BOJIAIOT CJe/laTh O/JHO3HAYHbIA BBIBOA B 3TOH oOmactu. B moGom ciyuae, Hauao
npumenenuss HUOT, k koTopeiM BHpyC Bce elne 4yBCTBHUTENIEH, BCEraa J0JDKHO ObITh Oolee
NPEANOYTHTEIBHBIM, YEM IPOJIOKEHHE TeparTuy JJaMUBY IMHOM. TakuM 06pa3zoM, MpoIoKeHne
TEpanuu JIAaMUBYIMHOM, HECMOTpsl Ha nosiBiaeHue myrauuu M184V, cinexyer paccmaTpuBath
TOJIBKO B Cilyyae OTCYTCTBUs Apyrux aktuBHbIX HUOT.

Myrauus OT MI184V npuBoauT K pasBUTHIO MEPEKPECTHOH PE3MCTEHTHOCTH TOJBKO K
AQHTUPETPOBHPYCHBIM IpErapaTaM Kjiacca HyKJI€03HIHbIX HHTHOUTOPOB. 3UI0BYIMH U CTaBY/IMH
COXpaHSIOT CBOIO AHTHMPETPOBUPYCHYIO AaKTHMBHOCTHL B OTHONIEHMM InTamMmmoB BUY-1,
PE3HUCTEHTHBIX K JIaMUBYIUHY. ADaKaBUp COXpaHsSeT CBOIO aHTHPETPOBUPYCHYIO aKTHBHOCTH B
oTHOWEHUH wTaMMoB BUU-1, pe3aucTeHTHBIX K JaMMBYAMHY M 00J1a/1al01IMX TOJILKO MYyTallHeit
M184V. Illtammbl ¢ myrauueit OT M184V nemMoHCTPUPYIOT MeHee 4YeM 4-KpaTHOE CHHIKEHHE
4yBCTBUTEJILHOCTH K AMIAHO3UHY; KIMHMUYECKOE 3HAYEHUE ITUX JaHHBIX HEM3BECTHO. TecThl Ha
4yBCTBHTEJILHOCTb in Vitro He ObUIM CTAHIAPTU30BAHbI, ¥ UX Pe3yJbTaThl MOT'YT BapbHPOBATh B
3aBUCUMOCTH OT METO0JIOrMYeCKuX (HakTopoB.

In vitro naMHMBYJMH OKa3bplBaeT cjab0e LMTOTOKCHYECKOE JeiicTBHe Ha JIMMQOLMTHI
nepudepryeckoil KpoBH, Ha YCTOHUYMBBIE JUM(OUHUTAPHBIE © MOHOLMTAPHO-MaKpodaraibHble
KJIETOYHBIC THHUH U PSiJ KIETOK-NPEIIeCTBEHHUKOB KOCTHOTO MO3ra.

Dapmakokunemuka

Beacwviganue



JIaMMBYZIMH XOpOIIO BCachIBAETCS M3 IKEIYAOYHO-KUIIEYHOTO TPakKTa, OMOJOCTYIHOCTD
JIAMHBYJIMHA Y B3POCIBIX [0CjIE MpHeMa BHYTph 00bruHO coctasiser 80-85 %. Ilocne nmpuema
BHYTPb cpeaHee BpeMs (tmax) JOCTHIKEHHMS MAaKCHMAJIbHOW KOHLEHTpAlMK JIAMHBY/IMHA B
cpIBOpoTKE KpOBH (Cmax) cocTaBisier okoso 1 4. Ha oCHOBaHMM J@HHBIX, IMOJIYYEHHBIX B
MCCJIEIOBAHMH C YYaCTHEM 30POBBIX 100pOBOJIbLEB, IPH IPUEME TEepaneBTHUeCcKoit 10361 150 Mr
nBa pa3a B cyTku cpeanss (KB - koadduuuent Bapuaunmn) paBHoBecHas KOHUEHTPALMS Cmax U
Cmin 1aMHByIMHA B IUIa3Me KpoB coctaBiaseT 1,2 Mkr/ma (24 %) u 0,09 mkr/ma (27 %)
coorBerctBeHHO. Cpemuss (KB) AUC (mwromaas mnojx (GapMakOKHHETHYECKOH KPHBOM
«KOHLEHTpALMsI-BPEMs») B HHTEpBasIe MEKIy npuemamu 12 4 cocrannset 4,7 mxr*u/mi (18 %).
[Ipu Tepanestrueckoi 1o3e 300 Mr oaus pa3 B cytku cpeansis (KB) paBHOBecHast KOHIIEHTpALHs
Cmaxs Cmin 1 AUC B unTepBane mexay npueMamu 24 u cocrasisior 2,0 mxr/mia (26 %), 0,04
MKr/mi (34 %) n 8,9 mxr*u/mi (21 %) cOOTBETCTBEHHO.

[Iprem naMUBYIMHA BMECTE C MHUILUEH BHI3BIBACT YBEIUUEHHE tmax U CHUIKEHHE Cmax (Ha 47 %),
O/IHAKO He BJMseT Ha oOuLyto creneHb abcopOuun TaMUBYNHA (PACCUMTAHHYIO Ha OCHOBAaHUH
Benuuunbl AUC).

He oxwupnaercs, 4To nmpueM uM3MeNbUYeHHbIX TabIeTOK ¢ HEGOJIBIINM KOJIMYECTBOM MOJIYTBEPIOH
UM WK KUIKOCTH MOBIUSIET Ha (hapMaKoJIOrHyYeCKHe CBOMCTBA Mpenapara H, cjie0BaTe/IbHO,
Ha  KkauHMuYeckuit  addexr. DTOT  BBIBOA  OCHOBAH HAa  (DU3MKO-XUMHYECKHX M
(apMaKOKMHETHYECKUX JAHHBIX IIPU YCIOBUH, YTO MALMEHT U3MEJIbYAET U CMEIIUBACT C MUIIEH
i KuAKoCThI0 100 % TabneTku 1 NpUHUMaET He3aMe UTUTEIBHO.

CoBmecTHOE IpUMEHEHHE 3UI0BY/IMHA IIPHBOUT K YBEJTMYEHHIO SKCIIO3MIMU 3UI0BYAMHA Ha 13
% ¥ yBEIMUYEHHIO MAaKCUMAIbHOW KOHUEHTpaLuu B miasMe KpoBu Ha 28 %. D10 siBieHHe He
CUMTACTCS 3HAYMMBIM JU1st 6€30MacHOCTH MALMEHTOB M, CJIeI0BaTeNbHO, He TpeOyeT KOppeKInu
103.

Pacnpedenenue

[lo naHHBIM KIMHHYECKHX HCC/IEOBAaHMNA MpPU BHYTPUBEHHOM BBEICHHMH CpPEIAHHMH 00BEM
pacrpeje/eHus JaMUBy IMHa coctasigeT 1,3 si/kr, a HabmoaaeMblit EPUOT MOTyBBIBEICHUS —
5-7 u. CpenHuit cUCTEMHBIH KIMPEHC JaMHUBYAMHA cocraBiseT npubmusurensHo 0,32 n/u/kr,
GONBIIYI0 YAacThb KOTOPOIO COCTAaB/SET IIOYEYHBIH KIMPEHC uepe3 CUCTEMY TpaHCIopTa
opraHuyeckux kaTuoHoB (6osee 70 %).

JlaMUBY/IMH TPOSIBISET JHHEHHYIO (apMaKOKMHETHKY NMpPH MPUMEHEHHH B TeparneBTHYECKOM
Jana3oHe /103 ¥ HU3KYIO CTeIeHb CBA3bIBAHUS C OCHOBHBIM O€JIKOM I1J1a3Mbl KPOBH - a1b0OYMHHOM
(<16 %—36 % 1o cpaBHEHHIO € CHIBOPOTOYHBIM aIbOYMHUHOM B HCCIIEIOBAHUSX iR Vilro).
OrpanuueHHbIe aHHbIE YKa3bIBAIOT HA TO, YTO JTAMUBYAMH MPOHUKAET B LIEHTPAJIBHYIO HEPBHYIO

CHUCTEMY M CMHMHHOMO3roByi0 xuakocts (CMXK). Uepe3 2-4 u nocsie mepopajbHOro npuema



COOTHOIIEHHE KOHUeHTpauuu JamuByauHa B CMJK u chIBOpOTKE KPOBH B CPEIHEM COCTaBIISIIO
npubmusutensHo 0,12. VictuHHAs creneHb NPOHMKHOBEHHS, a TAaKKe CBA3b C KJIMHHYECKOH
3 HeKTUBHOCTHIO HEU3BECTHBI.
Buompancgpopmayus
AxTuBHas (hopma JaMUBYIHHA— BHYTPUKJIETOYHBIH 1TaMUBYIMHA TpUpochar— obianaer Ooiee
JUIMTEJIBHBIM KOHEUHBIM IEPUOJIOM IOJyBbIBeJeHHs M3 KieToK (16-19 1) mo cpaBHeHuio ¢
TMePUOJIOM ITOJTyBBIBEICHUS €ro U3 M1a3Mbl KpoBH (5-7 u). CornacHo JaHHBIM, MOJTy4eHHbIM Yy 60
B3pOCJIBIX 3/I0POBBIX J00pOBOJIBLEB, (hapMaKOKMHETUYECKHE [apamMeTpbl JIaMHBYIHHA B
PaBHOBECHOM COCTOSIHUM TpH npueme B g03e 300 Mr oauH pa3 B CyTKH SKBHBAJIEHTHBI TAaKOBBIM
npu npueme B 103e 150 mr aBa pasa B cyTku B OTHOWEHUH AUC24 ¥ Crnax 1151 BHYTPHKIIETOYHOTO
namuByauHa Tpudocdara.
JlaMHMBYIMH NPEUMYILECTBEHHO BBIBOJMTCS B HEM3MEHEHHOM BHJE noukamu. Merabosuyeckue
B3aMMO/ICHCTBHUS TaMUBY/IMHA C IPYTUMHU JICKAPCTBEHHBIMH ITpernapaTaMy MajaoBepOsTHbI BBHIY
He3HauyuTeIbHOro Metabonu3ma B neueHu (5-10 %) u HU3KOH cTeneHu CBs3bIBaHUA C OelKamu
1J1a3Mbl KPOBH.
Buigeoenue
B uccnenoBanusix ¢ yqacTHEM MALMEHTOB € MOYEYHON HEJ0CTATOYHOCTBIO OBLIO MOKa3aHO, UTO
HapylmieHue (YHKUMHM TOYEK BIHMSET Ha BBIBEJACHHE JaMUBYIMHA. PexoMeHjyemblil pexum
JI03UPOBAHUS ISl TTALMEHTOB C KIMPEHCOM KpeaTHHHHA MeHee S0 MJI/MUH NpPHUBEIEH B pasjese
«Croco® npuMeHeHUs U 103bI».
B3aumojeiicTBHe C TPUMETONPUMOM - KOMIIOHEHTOM KO-TPUMOKCA3oja - MPUBOIUT K
MOBBILICHUIO 3KCIIO3UIIMH JTaMUBYAMHA Ha 40 % npu npuMeHEeHUH B TepareBTHUeCKMX J03ax. Tem
He MEHee, 3a MCKJIIOYEHHEM IallHeHTOB ¢ MOYE€YHOH HEJAO0CTATOYHOCTHIO, KOPPEKIUS /103bl HE
Tpebyercs. CnemyeT TIIATeNbHO OLEHHUBATH BO3MOMKHOCTH OJHOBPEMEHHOIO MPUMEHEHHs KO-
TPUMOKCA30J1a C JIAMUBY/IMHOM Y MALIMEHTOB € MOYEYHON HE0CTATOUYHOCTBIO.
Ocobvie epynnvi nayuenmos

eTH
AbcomoTHas OHOAOCTYNHOCTH JaMuByauHa (mpumepHo 58-66%) Obita Huxke u  Ooiee
BapuabenbHa y aerei muamme 12 ner. [lpuwem namuByauna y aereit B dopme TabieTox
0JIHOBPEMEHHO C JPYTMMH aHTHPETPOBHUPYCHBIMH IpenapaTaMu B Gopme TabieTok obecneunBal
6osnee Boicokue 3HaueHUs AUCw» M Cmax JaMUBYAMHA B IJIa3ME€ KPOBM [0 CPABHEHHIO C
pacTBOpOM  Juls  [puemMa  BHYTpPb, I[PHUHUMAEMbIM  OJHOBPEMEHHO €  JPYTHMH
AQHTHPETPOBUPYCHBIMM TpernaparamMu B (opme pacTBopa /Ul NpueMa BHYTpb. Y JeTeif,
NOJAydaBIIMX JIAMMBYAMH B (opme pacTBopa JIsi I[pHeMa BHYTPb B COOTBETCTBHU C

PEKOMEHJIOBAHHBIM PEKUMOM JIO3MPOBaHMsl, ObUla IOCTUTHYTA OJKCIO3WLIMS JAMHUBYIMHA B



njasMe KpOBM, 3HAUEHHS KOTOPOM HAXOAMJIMCh B JMamnasoHe, IOJYYEHHOM Y B3POCIbIX
NalMeHToB. Y JeTed, NPUHUMABIIMX JaMHUBYIHMH B (opme TabJIE€TOK B COOTBETCTBHHM C
PEKOMEHIOBAHHBIM PEXXHUMOM JI03MPOBAHMS, SKCIO3MIMS JIaMHBYIHHA B IUla3Me KpoBH Oblia
BbILLIE, YE€M Y J€TEH, NPUHMUMAaBIIMX JIAaMMBYAMH B (OopMe pacTBOpa /Ul MHpHeMa BHYTPb,
IMOCKOJIbKY B (hopMe TabIeToK NalueHTsl NoJTy4aioT 6ojiee BBICOKHE JI03bl B [IEPECYETe Ha MI/KT
Macchl Tena, M JaMMBYAMH B (opme TabneTok Xapakrepusyercs 0o0jiee  BBICOKOM
OMOIOCTYIHOCTEIO. B CBA3M ¢ yKa3aHHBIMH Pa3IHYUsIMH PEKOMEH/yeMas 103a TaMUBYIM HA JUIs
zereii (B BO3pacTe crapiie 3 MECSIEB U ¢ Maccoii Tena MeHee 30 Kr) cocTaBisieT 4 MI/Kr JiBa pasa
B CyTKH. DapMakoOKMHETHYECKHE MCCIC0BAHHS NPUMEHEHHUs JIAMHUBYIMHA y JeTeil B (popme
pacTBOpa Juls IpuemMa BHYTPh U B (popMe TabseToK 1MoKa3aiu, YTo MpUeM [pernapara o I1H pa3 B
CYTKH SKBHMBajeHTeH 1o mnokasaremo AUCp.4 npuemy mnpenapara aBa pa3a B CYTKH IIpH
O/IMHAKOBOH 0Owwie# cyroynoi mose. JlanHble 1o (apMakOKHHETHKE Mpenapara y JeTei B
BO3pacTe MJIa/Ille 3 MECALIEB OrPAHUYEHBl. Y HOBOPOIKICHHBIX HA IEPBOM He/lesIe KU3HH KIMPEHC
JIaMHMBY/IMHA TIPH [PHEME BHYTPb ObLI CHMXKEH IO CPaBHEHHIO ¢ JAeTbMH 0oJiee cTapiiero
BO3pacTa, BEPOSTHO, BCJIEACTBHE HE3PEIOCTH BbIACIUTEIbHON (QYHKIIMU MOYEK M HENOCTOSHCTBA
nokasatesied abcopbuuu. Takum 06pasoM, Ul JOCTHIKEHHS KCIIO3U LMK, CXOIHOM ¢ TaKOBOM Yy
B3POCJIBIX U JI€TCH, PEKOMEHI0BaHHAs /1032 /Ul HOBOPOXKICHHBIX COCTaBIIsieT 2 MI/KI JBa pasa B
CyTKH. JlaHHBIC MO NMPUMEHEHMIO MpernapaTa y HOBOPOXKIEHHBIX B BO3pacTe crapiue | Hejenu
OTCYTCTBYIOT.

[lanMeHTh! MOKUIIOro BO3pacra

Janusie 1o GpapMaKOKMHETHKE JJaMUBY/IMHA y ALMEHTOB cTapiue 65 JIeT OTCYTCTBYIOT.
[TanueHTsl ¢ HapylIeHHeM KIMH T10YeK

Y nauueHToB ¢ HapymeHueM (GYHKIHMH NOYeK KOHLUEHTpallis JIaMUBYAnHA B T1a3Me kposu (AUC)
TMOBbILIEHA BCJEJACTBHE CHMXKEHHOTO KiIMpeHca. Takum oOpa3om, MalmMeHTaMm ¢ KIMPEeHCOM
KpeaTuHHHa MeHee 50 MJI/MUH HeOOXOIMMO YMEH bllIeHHE J03bl JIaMUBY/IHHA.

[lanueHTs! ¢ HapyleHueM MU TIEYSHU

JlaHHbIE O MPUMEHEHUH JIAMUBY/IMHA Y MALMEHTOB CO CPeHEH U TSKEJI0H CTeNeHbIO HapylIeH s
(GyHKIMH MEeYeHH CBUAETEILCTBYIOT O TOM, YTO HapylleHHe ()YHKIMU MEYEHH CYIIECTBEHHO HE
BIMsieT Ha (hapMaKOKUHETHKY J1aMU BYAHHA.

bepemennocts

®apMakOKMHETHKA JAaMUBY/HHA IpU OepeMEHHOCTH He OT/IMYAeTCs OT ero papMakOKHHETHKH B
cityyae oTcyTcTBHs OepemenHOCTH. KOHIEHTpalMs TaMUBY/IMHA B CBIBOPOTKE KPOBH JETEH MpH
pokaeHuH ObUla aHAJIOTMYHA TAKOBOM B CHIBOPOTKE KPOBM Marepd M IyNOBHMHHOW KPOBM Ha
MOMEHT pOJIOpa3spellieHus, 4YTO COrJacyeTcs ¢ [JaHHBIMH O IaCCMBHOM IPOHUKHOBEHHH

JJAMHUBYJIMHA 4E€PE3 IUIALCHTY.



IToka3anus K npUMeHeHnI0

Jleuenne BWY-undexumn B cocraBe KOMOMHMPOBAHHOM aAHTHPETPOBMPYCHOW TEpaluu y
B3POCJIBIX U JIETEH.

IIporuBonokazanus

* [loBplueHHas YYBCTBUTE/IBHOCTh K JIAMUBYAMHY WIH JIHOOOMY JpyroMy KOMIIOHEHTY
npernapara;

. JETCKMI Bo3pacT 10 3 MecsiueB (BCJIEACTBHE TOrO, YTO JaHHbIE 110 IMPUMEHEHHIO
npenapara B 3T0# BO3pacTHOM rpymie orpaHu4eHbl);

. neGuuMT caxapasbl/M30MalbTasbl, HEMEPEHOCHMOCTh (DPYKTO3bI, IJIIOKO30-TalaKTO3HAas
MasibabcopOiusi.

IIpumenenne npn GepeMeHHOCTH H B MIEPHO/ FPYAHOI0 BCKAPMJIMBAHHS

DepmunvHocms

Pe3ynbTaThl Mccie0BaHUI HA JKMBOTHBIX IIOKA3allM, YTO JTAMUBY/IMH HE OKa3blBaeT BIMSHUE HA
(bepTUIbHOCTS.

bepemennocmes

Kak npaBuio, npu NpuHATHH pereHust 00 UCIoIb30BaAHMM aHTUPETPOBUPYCHBIX MPENapaToB Is
neyenus BUY-undexuun y GepeMeHHBIX JKEHUIMH M, KaK CJIEACTBHUE, IS CHIKEHHS PUCKa
BepTHKaIbHOHM nepenaun BUY-undexunn HOBOPOXKICHHOMY CIEAYET YUMTHIBATh JAHHbIE
MCCJIE/I0BAHMI HA )KUBOTHBIX, @ TAK)KE KJIMHUYECKHH OINBIT NPUMEHEHUS Y O€peMEHHBIX JKEHIIMH.
MccnenoBanus Mo NPUMEHEHUIO JaMHMBYIMHA Yy JKMBOTHBIX IOKa3ald YBEJIMYEHHE paHHEH
3MOpPHOHAIBHOM CMEPTHOCTH Y KPOJIMKOB, OJJHAKO Y KPbIC AaHH bl 3G dekT He Habmoaancs. bouio
YCTaHOBJIEHO, YTO y Y€JI0BEKa BO3MOXKHA Mepe/iaya JaMUBY/IMHA Yepe3 IUIALeHTY.

VY GepeMeHHbIX KEHIIUH, MOTydaBUIMX JaMuByuH, 6os1ee 1000 ncxonoB GepeMeHHOCTH roCe
NpUMEHEHHs: BO Bpemsi nepBoro tpumectpa u Gosnee 1000 mcxonoB OGepeMEeHHOCTH TMoce
INPUMEHEHUS BO BpeMs BTOPOrO M TPETHEr0 TPUMECTpPA JIEMOHCTPUPYIOT OTCYTCTBUE
Maib(OPMATUBHOIO U (heTATLHOIO/HEOHATAIBHOIO BO3IGHCTBUS. JIaMUBY/IMH MOYKHO NPHHHUMATh
BO BpeMs OEpeMEHHOCTH B Cllydyae KJIMHMYECKOH HeoOxoaumocTH. Ha OCHOBaHMH AOCTYIHBIX
JaHHBIX MOKHO C/eNlaTh BBIBOJ O TOM, YTO NpPU NPUMEHEHUH JIAMUBY/MHA y 4EJIOBEKA PUCK
BPOJKACHHBIX [1aTOJIOTHH MalIOBEPOSITEH.

Jns BUY-uHOUUMPOBAHHBIX JKEHIIMH C KO-MH(MeKuued remaTturta, MOJIYyHAIOIMX TEPAIUIO
JTAMHUBY/IMHOM, B Cllyyae HACTYIUIEHHsI OEpeMEHHOCTH CJIeIYeT YYMTBHIBATh BO3MOXKHOCTb
peLuIMBa rernaTuTa nocjie NpeKpameHus IpUMEeHeHHs JJaMUBY IMHA.

Mumoxonopuanvnas oucghynxyus

B uccnenoBanusx in vitro u in vivo 6bU10 NIPOJEMOHCTPUPOBAHO, YTO AHAJIOTH HYKIEO3UI0B U

HYKJICOTHJOB CINOCOOHBI BbI3bIBaTh MOBPEKIACHHUS MHUTOXOHAPHH pa3auyHON creneHu. bpum



3aperuCTPHPOBaHbl COOOLIEHNS 0 MHTOXOHAPHAIBHON AMCOYHKLUMH y AeTeH, MoABepraBLIMXCs
BO3/IEHCTBHIO aHAJIOTOB HYKJICO3HI0B BHYTPHYTPOOHO H/HIIM B MOCJIEPOI0OBOM NEPHOJIE.
Ilepuoo epyonozo éckapmaugeanusn

[locne npuema BHYTpPb JIaMMBYAMH BBbIAEJISETCS B TIPYJAHOE MOJIOKO B KOHLEHTPALMAX,
AQHAIOTUYHBIX KOHIEHTpALUAM, OOHApYKEHHBIM B CHIBOPOTKE KpoBU. Ha ocHOBaHuM pe3ysibTaToB
uccnenoBanusi Oonee 200 map «math/pebenok», moaydaBmux Ttepanuio BUY-undexunu,
KOHLEHTpAalMs JIaMHUBYJAMHA B CBIBOPOTKE KpOBM J€TE€H, HAXOJALUMXCA HA TIPYAHOM
BCKapMJIMBaHUM y Marepel, nosydyaBmux tepanuio BUY-undexuun, ovenp Huska (< 4 % ot
KOHILIEHTPALlMK B CBIBOPOTKE KPOBM MATE€pPH) M MOCTENEHHO YMEHBIIAETCS 10 HEONPeaeIsieMoro
YPOBHS IIPH JOCTUKEHHH IPYIHBIMH IETbMHU 24-HeAeIbHOro Bo3pacra. JlaHHble 110 6e30macHoCTH
MpUMEHEHHUS JIaMUBYAMHA Y AeTei Miaie Tpex MecsiieB oTcyTcTByoT. BUY-unduimpoBaHHbM
)KEHIIMHAM HHM HpUd  Kakux OOCTOATENbCTBAX HE PEKOMEHAYETCs MPOBOJAMTHL TIpy/HOE
BCKapMJIMBaHHUe BO u3bexanue nepenaun BUY pebenky.

Cnocob npumeHeHus M 103b1

[Ipenapar AMuBupeH® Ha3HAYaTHCS BPAuOM, MMEIOIIMM OINBIT deuenust BUU-undpexunn.
[Mpenapar AMuBHpen® NMPHHAMAIOT BHYTPb BHE 3aBUCHMOCTH OT MPHEMA MHIIH.

J1711 nameHToB, KOTOPbIE UCTIBITHIBAIOT TPYAHOCTH C MPOTJIaThiBAHHEM Ta0IETOK, NpeHa3HaYeHa
nexapcTBeHHas (opma pacTBopa Uisi IpHEMa BHYTPb.

[Ipu nepexo/ie 0T pexxrMa rpuema Ba pasa B CyTKU K pEKUMY NpUeMa OJIMH pa3 B CYTKH CJIeyeT
TMIPHHATH TEPBYI0 PEKOMEH/IyeMYIO OJHOKPATHYIO 03y NPUMEpPHO yepe3 12 4 mocie nocneaHen
NPUHATOM 03Bl IO pEXHUMY JBYKPAaTHOrO MpUEMa, a 3areM [poA0JDKaTh MPUHUMATh
PEKOMEHIyeMYIO OJHOKPATHYIO 103y NpUMEpHO Kaxable 24 4. [Ipu Bo3Bpare K pexumy npuema
JIBa pasa B CYTKM CJIEyeT MPHUHATH NEPBYI0 PEKOMEHIYEMYIO /103y 110 PEKHUMY JBYKPAaTHOIO
npyema MpuMepHo yepes 24 4 rnocje nocieaHei npuHaToN 0HOKPATHOH! 1036l

[Ipu nepexoae ot npuema npenapara B popme pacTBopa K npueMy npenapara B popme TabieTok,
I HaobopoT, HEOOXOAMMO Cle1I0BaTh PEKOMEHIALUMSM 10 J03MPOBAHMIO Ipernapara,
YCTAHOBJICHHBIM JUISl KQXKI0H KOHKPETHO# JIeKapCTBEHHOM (OPMBIL.

B3pocnsie u oemu ¢ maccoit mena ne menee 25 k2

Pexomenryemas 103a namuByauna cocrtansser 300 mr (30 M) B cyTku. YKa3anHasi CyTo4Has J103a
MOJKeT ObITh pa3zeneHa Ha jasa npuema 1no 150 mr (15 M) unu npuHUMATLCS OJHOKPATHO MO
300 mr (30 mu1) B CYTKH.

Ocobbie zpynnsl nayuenmog

Jlemu (c maccoit mena menee 25 ke)

Hderu maaame 3 Mmecsuen. Mmeromuxces JaHHBIX HEJIOCTATOYHO JUIS PEKOMEHIALMM pexuma

J03UPOBAHUSL.



ety o1 3 Mecsues 10 1 roga. Pekomenyemas no3a cocrasisiet 0,5 Mt (5 Mr/kr) 1Ba paza B CyTKH.
Ecnm pexxum npuema /1Ba pa3a B CyTKH HEBO3MOXKEH, MOXKET ObITh PacCMOTpeHa BO3MOYKHOCTh
npuema oauH pa3 B cyrku (10 mr/kr/cytku). Cremyer yuuThIBaTh, 4TO ISl ITOM TPYIIIbI
MalMeHTOB JaHHbIE O IIPUEMeE Mpernapara B peKMMe O/UH pa3 B CYTKH OYEHb OIPaHUYEHBI.

Jetu crapuue 1 roga. Pekomengyemas no3a cocrasiser 0,5 Mi/kr (5 Mr/kr) aBa paza B CYTKH HIH

1 ma/kr (10 MI/Kr) oJiuH pa3 B CYTKH.

Iayuenmol nodicunoeo so3pacma

JlaHHblE IO NPUMEHEHHIO JIAMMBY/IMHA Y 9TOH KaTeropuu MalMeHTOB OTCYTCTBYIOT, OJHAKO
cienyer cobmoaarb 0co0yr0 OCTOPOIKHOCTD NPH MPUMEHEHHH Y TaKUX MMAllUEHTOB B CBS3H C
BO3PACTHBIMU H3MEHEHUSAMH, TAKMMHU KaK yXy/IllIeHHe YHKLNH [0YeK U U3MEHEHHE NoKa3arTene
KPOBH.

[layuenmul ¢ napyuienuem GyHKyuu novex

Y nauuMeHToB C HapylleHHeM (YHKUMM NOYEK CpeaHed M TKeNO CTeneHH KOHIEHTpalus
JJaMHUBY/IMHA B IU1a3Me KpOBH (AUC) nossliieHa BCIEACTBHE CHUKEHUs KiupeHca. [loatomy s
TaKMX MalMEeHTOB HeOOXOaMMa KOppeKUHs 03kl MpernapaTa, Kak [MoKa3aHo B MPEACTaBICHHBIX

HIDKe Tabiuiax.

Pexomenaanuu no noa00py A03bl y B3POCIbIX U JETEH ¢ Maccoit He MeHee 25 Kr

Kanpenc kpearnunna IlepBas n03a IMoaaep:xnBaomas go3a
(ma/mun)
>50 300 mr (30 mn) unu 300 mr (30 mu1) OMH pa3 B CYTKH WITH
150 mr (15 ma) 150 mr (15 ma1) aBa pasa B CyTKH
ot 30 10 < 50 150 mr (15 mi) 150 mr (15 M) oaMH pa3 B CyTKH
or 15 no <30 150 mr (15 mu) 100 mr (10 m1) ofMH pa3 B CyTKH
or5Spo<15 150 mr (15 mi) 50 mr (5 ma1) 0aMH pa3 B CYTKH
MeHee 5 50 mr (5 ma) 25 mr (2,5 M1) OJIMH pa3 B CYTKH

JlaHHbIe O TPUMEHEHHH JIAMUBY/IMHA Y JeTel ¢ MOYEYHOH HE0CTATOYHOCTHIO OTCYTCTBYIOT.
Cnenyer paccMOTpeTh HEOOXOAMMOCTD CHUIKEHHUS JI03bl U/MIIH YBEJIMYEHHSI HHTEepBajia npueMa
rnpemnapara y ieTeil B Bo3pacTe He MeHee 3 Mecs1eB H BeCOM MeHee 25 Kr.

Y nereii ¢ MoYeYHON HEAOCTATOYHOCTBIO PEKOMEH/IYETCSl CHUXKEHHUE JI03bI B COOTBETCTBHH C MX

KJIMPEHCOM KpeaTHHa B TO# K€ MPOTOPLUH, YTO H Y B3POCIIBIX.

Pexomengauuu no noabopy Juid JeTeil B Bo3pacre > 3 MecsleB U ¢ Maccoif MeHee 25 Kr
S et e IlepBas no3a IToaaepxuBaomas a03a
(Ma/MuH)
>50 10 Mr/kr unu 10 Mr/kr ofMH pa3 B CyTKH W
S mr/kr 5 Mr/kr aBa pa3a B CyTKH
ot 30 1o <50 5 mr/kr 5 MI/Kr OMH pa3 B CYTKH
or 15 no <30 5 mr/kr 3,25 Mr/Kr oiMH pa3 B CYTKH




or5n0<15 S Mr/kr 1,63 Mr/Kkr oauH pa3 B CyTKH

MeHee 5 1,63 mr/kr 0,88 mr/kr oanH pa3s B cyTKu

[layuenmul ¢ napywenuem gynkyuu nevenu

JlaHHble, NMOJTy4YEHHBIE Yy MALUUEHTOB C HAPYIICHHEM IEYEHH CpeIHEH M THKEIOM CTerneHwH,
MOKa3bIBAIOT, YTO JAUCQYHKIMS T[€YEeHM HEe OKas3blBaeT CYILIECTBEHHOTrO BIMSHHS Ha
(papMakoKMHETHKY NaMHUByIMHA. MCX0[s M3 JTHX JQHHBIX, Ul MALMEHTOB C HApylIEHUEM
(GyHKIMK neYeHn cpejiHel U THKETOH CTeNneHn KOPPeKIus 036l He TpebyeTcs, 3a HCKIIIOUEHHEM
CJIyuyaeB, KOrja HapyiieHne GYHKUMHU EYeHH CONPOBOXKIACTCS HApYLIEHHEM (DYHKIMH MOYEK.
Huempykuusa no ucnons306anuio 003upytouiezo wnpuua

[Ipunaraemblii 103MPYIOLIMHA WINPULl NpeJHA3HAYEH Ul TOYHOTO OTMEPHBAHMS Ha3HAYEHHOM

10351 TIpenapara AMUBHpeH®, pacTBOp /1S pHEMa BHYTPb.

1. CHUMHUTE KPBILIKY ¢ (rrakoHa.
2. BcTaBbTe 103UpyIOMIKI WINPUILL B OTBEpCTHE (hlakoHa.
3 [ToTsnyB 3a mopuieHp AO3UPYIOLIEro WINpPHIA, OTMEPbTE TOYHOE KOJHYECTBO MEPBOi

MOpLUMH OT Ha3HA4YeHHO# Bam nosHoii 103kl npenapara.

4. U3pnexute mmpui u3 GiakoHa.

5. [TomecTuTe KOHYMK LINpPULA 3@ LIEKY ¥ MEUIEHHO HaJaBlIMBaiiTe HA MOPUIEHDb LINPULA,
MOCTENIEHHO MporiarbiBas npenapar. He HajaBiuBaliTe Ha MOpPIIEHb CIMIIKOM CHJIBHO M He
HanpasJIsiTe WINPHULL HA 3a/IHIOI0 CTEHKY IVIOTKH, MONaJaHue CTPYH pacTBOpa Ha 3aHIOK CTEHKY
IJIOTKH MOXKET BbI3BaTh yAYLIbeE.

6. [ToBTOpuTe 3Tanel 2-5 10 NOJy4YeHUs MOTHOH 035

7. [Tocnie Mcnosib30BaHMs M3BJICKUTE LINPHIL U3 (GIaKoHa U TLIATENBHO IMPOMOMTE YMCTOM
B0o10ii. [103B0OJIbTE LINPHUILY MOJHOCTHIO BHICOXHYTH JI0 CIEAYIOLIEr0 UCIIO/Ib30BaHHU.

8. [TnoTHO 3aKpoiiTe (1akoH KPBILIKOH.

[ToGounoe neiicTBHe

OnucaHHble HWKE HEXKelaTebHble peakuuu OoTMevaauch mnpu JedeHun BUY-undexunn
JIAaMUBYIMHOM.

HesxenarenbHble peakiuy, OLEHEHHbIE KaK CBS3aHHbIE MJIM BO3MOXKHO CBSI3aHHBIE C Tepanuei
JTAMHUBYAMHOM, NT€PEYHUCIICHbI HUKE B COOTBETCTBUH C MOPAKEHUEM OPraHOB U CUCTEM OPraHOB U
4acTOTOM BCTpeuaeMoCTH. YacToTa BCTPEUaeMOCTH OIpeAeIseTCs CileAyomuM o0pa3oM: 04eHb
yacto (> 1/10), yacro (> 1/100, < 1/10), newacto (> 1/1000, < 1/100), peaxko (> 1/10 000, <
1/1000), ouens peako (< 1/10000). B npepenax kaxaoi KaTeropuu 4acTOThbl HEXeJaTEIbHbIE
peaKiluy Mpe/ICTaB/IeHbl B MOPs/IKe YObIBAaHUS CEPbE3HOCTH.

Yacmoma ecmpeqaemocmu HeJHceaamenbHblX peakyuil

Hapywenus co cmoponsl Kposu u iumgpamuyeckou cucmembi



Hewacto: Helirponenus u aHemus (HHOT/A B TshKeN0# hopme), TpoMOBOLMTONEHHSL.

OueHb pesIko: UCTHHHAS SPUTPOLMTAPHAS arlJIa3Hsl.
Hapywenus co cmoponer obmena éewjecms u numanus
YacTo: runepiakraremMusi.

Ouenb peKo: JTaKTOAIH/I03.

Hapywenus co cmopoHel nepeHoitl cucmemoi

YacTo: rososHas 601b, 6€CCOHHULA.

Ouenb pesiko: nepudepuueckas HeHpPONATHs, B TOM YHUCIIE MAPECTE3UN.

Hapywenus co cmoponwt ObixamensHoii cucmembl, 0p2anog epyoHoil Kiemxu u cpedocmenus

Yacro: Kauenb, Ha3ajabHbIE CHMIITOMBI.

Hapywenus co cmoponul sceny0ouHo-kuue oo mpakma

Hacto: TomHOoTa, pBOTA, 60JIb MM CIIA3MBbl B )KMBOTE, JMapes.

Peqko: maHkpeaTuT, MOBBIICHUE AKTHBHOCTH CHIBOPOTOYHON aMHIa3bl.
Hapywenus co cmoponsl nevenu u jceniesbleoosyux nymeil

Heuacro: TPaH3UTOPHOE TNOBBILIEHUE aKTHBHOCTH MEeYEHOYHBIX
ananuHaMuHOTpaHcdepassl (AJIT), acnapratamunotpancdepasst (ACT).
Penxo: rematur.

Hapywenus co cmopoHbl K0dCU U NOOKOICHBIX MKAHe

YacTo: cbinb, ajgonemus.

Penxo: aHrnoHeBpoTUYECKHIt OTEK.

Hapymuienus co CTOpOHbI CKeJIETHO-MBIIEYHON M COEMHUTEIBHOM TKaHU
YacTo: apTpanrus, MbllLeYHbIE HAPYIIECHHUS.

Penko: pabnomuonus.

Obuyue paccmpoiicmea u HapyuieHus 6 Mecme 66e0eHuUs.

Yacro: YYBCTBO YCTAJIOCTH, HEAOMOI'aHUE, JINXOpaJiKa.

bepmenTOB

3apel"PICTpPIPOBaHbI CIy4an pasBUTHSA OCTEOHCKpO3a, B YaCTHOCTH, Yy IIALMEHTOB C

oOmenpu3HaHHbIMM (pakTOpaMM pHCKa, Ha NpoABMHYTOM cramun BUY-undexkuunm wm npu

JUIMTEIbHOH KOMOMHMPOBAHHON aHTHPETPOBUPYCHOM Tepanuu. YacToTa BCTPEYaEMOCTH ITOTO

SIBJICHUA HEU3BCCTHA.

Bo Bpemsi npoBeneHHs aHTUPETPOBUPYCHOM TEpanuu MOMKET OTMEYAThCs YBEJTMYEHHE MacChl

Te€J1a, a TaK)KE [MOBBINICHUE KOHLUCHTPALIMH I'VTFOKO3bI U JIMITH/I0B B KPOBH.

Y BUY-nHdHUMPOBAHHBIX MALMEHTOB C TSDKEIBIM HMMYHOJAE(PUUMTOM HAa MOMEHT Hayana

KOMOMHHMPOBaHHON AHTHPETPOBUPYCHOM Teparui BO3MOKHO Pa3BUTHE BOCIIATUTEIBHON peaKIiu

Ha (hoHe GecCHMMTOMHBIX ONMOPTYHUCTHYECKUX HHBEKIIMI HIIK UX OCTATOYHBIX siBJIeHHH. Takxke

ObLIM 3aperMCTPUPOBAHBI CIyyau pa3sBUTUS ayTOMMMYHHBIX 3aboneBaHuii (Hanpumep, 60/e3Hb



['peiiBca, ayTOMMMYHHbIH rernaTuT) Ha (OHE BOCCTAHOBJICHHUS HMMYHMUTETA, OJHAKO Bpems
MepBUYHBIX MMPOSIBICHUI BapbUPOBAIO U 3a00JI€BaHUE MOIJIO BO3HMKATbH YEPE3 MHOTO MECSLIEB
oclie Hayasia Teparnuu.

Letn

669 neteit B Bo3pacte oT 3 mecsueB a0 17 ner, unduumpoanusix BUY-1, xotopeie nonyyanu
abakaBup M JIaMMBYJIMH OJMH WJIM JiBa pa3a B CYTKM, NIPUHHUMAIM y4yacTHE B HCCIIE0BaHUH
ARROW Trial (COL 105677). ¥V nauueHTOB AETCKOTO BO3pacTa, MPMHUMABLIMX Mpernapar oJAuH
WIM [Ba paza B CyTKM, He ObLIM BbISBIEHBI JONOJHUTEIbHBIE MPOOIEMbI, CBSA3aHHBIE C
0e30MacHOCTBIO, 10 CPABHEHHUIO CO B3POCIILIMHU MaLUEHTAMH.

Ilepeno3supoBka

Cumnmomsl u npusHaxu

MmeroTcsi orpaHMYeHHbIE IAaHHBIE O TOCIEACTBUSIX OCTPOH NEepes0o3UMpOBKM JAMHUBYIAMHA Y
yenoBeka. Cioydan J€TalbHONO MCX0Ja HE YCTAHOBJEHBI, COCTOSIHME BCEX MALMEHTOB
HopManu3oBaioch. Kakue-nubo crneuuduueckue npuU3HAKU WM CHUMITOMBI IEPEAO3UPOBKU
JTAaMUBY/IMHA HE BbISBJICHBI.

Jleuenue

B ciyuae nepeso3upoBKy clielyeT KOHTPOJIMPOBATh COCTOSIHUE TMAllMEHTa U MO HEOOX0AMMOCTH
MPOBOJUTE CTAHAAPTHYIO MOIEPKUBAIOULYIO Tepanuio. [10CKoIbKY JaMUBYAUH BBIBOIUTCS M3
OpraHuM3Ma C [OMOUIbIO JHaliu3a, IS JICYEHHS MEepelO3UPOBKH BO3MOKHO IpPHMEHEHUE
HEINPepBIBHOIO reMOIMaIN3a, OJHAKO CHelHaIbHbIE HCCIIEIOBAHUS HE ITPOBOIMIIUCE.
B3aumozeiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH CPeACTBAMH

MccnenoBanus 1eKapcTBEHHbBIX B3aUMOICHCTBHI ObLIM MPOBE/ICHbBI TOJILKO C Y4aCTHEM B3POCIIbIX
MALUEHTOB.

Merabonuueckoe B3auMOAEHCTBHE TAMUBY/IMHA C IPYTUMHU IperapaTaMy MajJoOBEPOSITHO B CBSI3H
C €ro He3HaYUTEIbHBIM META00IM3MOM, OTPAaHHYEHHBIM CBSA3bIBAaHHEM ¢ OeJIKaMy I11a3Mbl KPOBH
1 [IPaKTUYECKH MOJIHBIM BBIBEJIEHUEM Yepe3 NOYKH B HEU3MEHEHHOM BHJIE.

OnHOBpeMeHHOE MpUMEHeHHe KOMOMHALIMK TPUMETONPUM + cyibdamerokcaso B 1o3e 160 mr +
800 Mr (ko-TpMMOKCA30J) NPUBOAMT K MOBBILIEHHIO JKCNO3uMuMM jamuByauHa Ha 40%, uto
00yCJI0BIEHO HAIMYMEM TPUMETONPUMA; HAlIMUKeE CysibhaMeToKca30./1a He OKa3bIBaeT BIUsSHUE Ha
bapmakoxkuHeTuky JamuByaumHa. OgHako, 3a HMCKJIIOYEHHEM MAllMEHTOB € TMOYEYHOH
HEJOCTAaTOYHOCTBIO, KOPPEKIHS A03bl JaMUByAHHA He TpeOyercs. JlaMMBYAMH He OKa3bIBaeT
BIMSIHME Ha (apMaKOKMHETHKY TpUMeTonpuMma MM cyinbpameroxcazona. B ciyyae, koraa
O/IHOBPEMEHHOE TPUMEHEHHE KO-TPUMOKCA30Jla SBISETCS ONpaBIAaHHBIM, MAllMEHTbl I0JKHbBI

HaxOJIMThCS MOJA KIMHHUYECKHM HaOII0JeHUEeM. C.’ICII)’CT n3berarb COBMECTHOIO IIPUMECHCHHU A



JIAMHUBYJIMHA C KO-TPMMOKCA30JIOM B BBICOKMX /[03aX ISl JICYEHUs MHEBMOHHMM, BbI3BAHHOM
Pneumocystis jirovecii, n TOKcOMIazmo3sa.

Crnenyer y4yuThIBaTh BO3MOKHOCTH B3aMMOJCHCTBHS JaMUBYAMHA C APYTHMH OJHOBPEMEHHO
NPUMEHSAEMBIMH JIEKAPCTBEHHBIMHU IIpErapaTaM, B OCOOCHHOCTH TE€MH, Y KOTOPBIX OCHOBHBIM
MEeXaHM3MOM BBIBEICHHMS SBJISCTCS aKTHBHAA KaHaJbleBask CEKPELMsl Yepe3 CUCTEMY TpaHCIIopTa
OpPraHHYeCKUX KaTHOHOB (Hampumep, Tpumeronpum). Jlpyrue JAeHCTBYIOIIME BEIECTBA
(Hanp¥Mep, PaHWTHIMH, LUMMETHAMH) JIMIIb YaCTHYHO BBIBOAATCS C MOMOIIBIO YKA3aHHOTO
MEXaHH3Ma M He B3aMMOJEHCTBYIOT C JIaMHMBYAMHOM. AHAQIOIM HYKJICO3WIOB (Hampumep,
JMIaHO3MH, 3UI0BY/IMH) HE BBIBOATCS MIOCPEICTBOM JAHHOIO MEXaHU3Ma, M UX B3aUMO/IeHCTBHE
C JIAaMUBYZMHOM MaJIOBEPOSITHO.

[Ipu 01HOBpEeMEHHOM NPUMEHEHHH JIAMUBYIMHA U 3UJ0BYAMHA HaO/oaeTcs ymepensoe (Ha 28
%) ysenauuenne Cmax 3MIOBYIAMHA B IUIa3M€ KpPOBH, HpH 3ToM o6mas skcrnozuuus (AUC)
CYIIECTBEHHO HE U3MEHACTCS. 3UA0OBYIMH He BIMAET HAa (JapMaKOKMHETUKY JIAMUBYIMHA.
[penapar Amusupen® He ciielyeT NpMHUMATDH OHOBPEMEHHO C APYTHMH aHAIOraMH LIATH/MHA,
TAaKAMH KaK SMTPULIMTAOMH, B CBA3M C €r0 CXOJCTBOM C JaHHBIMH mpenaparamu. Kpome Ttoro,
npernapar AMHBHpEH® He CleIyeT NpUHMMATh C MOOBIMM JPYTHMH JIeKApCTBEHHBIMH
npenaparamu, CoAepXKaIMMHU JJAMUBYIHH.

In vitro namuByMH WMHrHOMpYeT BHYTPUKJIETOUHOE (GochopuinpoBaHue KIaapuOuHa, YTO
o0ycnaBnvBaeT MOTEHUHAIbHBIH pPUCK moTepd J((PeKTUBHOCTH KiaapuOMHA B Ciyyae
KOMOMHHMPOBaHHMS B yCIIOBHSAX KIMHUYECKOH npakTHku. HeKoTopble KIMHUYECKHE aHHbIE TAKIKE
MOATBEPXK/IAI0T BO3MOKHOCTD B3aUMOIEHCTBUS MEXKY JJTAMUBYIMHOM U K1aapubunom. [Tosromy
OJIHOBPEMEHHOE IIPUMEHEHHE JJAMUBY/IHHA U KIaApuOUHa HE PEKOMEHI0BaHO

[{utoxpom CYP3A He BoBieueH B MeTaboJiM3M JIaMHUBYAHMHA, MOITOMY B3aHMOJIEHCTBHE C
JICKapCTBEHHBIMH TpENapaTaMH, KOTOpble METabOJM3MPYIOTCSl 3TOH cucTeMoit (Harmpumep, ¢
MHIHOMTOpaMy 1pOTEasbl), MaIOBEPOSTHO.

OnnoBpemMeHHOE npuMeHeHue pactBopa copburona (3,2 r, 10,2 r, 13,4 r) ¢ 0oAHOKpPATHOMN 1030#
namuByauHa 300 mr B opme pacTBOpa /uis IpueMa BHYTPb y B3pOCIIBIX 370POBBIX 100POBOJILIEBR
[IPUBOIWIIO K 10303aBUCUMOMY CHMIKEHMIO dKcno3uumu jgamuByauHa (AUC.) Ha 14%, 32% u
36% n Cmax namuByaumHa Ha 28%, 52% wu 55%. Ilo Bo3MmoOxHOCTH ciejayeT wusbderarb
OJHOBPEMEHHOIO IPUMEHEHHs JIaMUBYJMHA M COpOMTOJI-COZEpIKALIMX Ipernaparo, Jubo
ClIe/lyeT pacCMOTPETh BO3MOXKHOCTh 00Jiee 4acTOro KOHTPOJS BUpYCHOH Harpy3ku BUU-1 B
CllyyasiX, KOrja HEBO3MOKHO H30ekaTh IUIMTENBHOTO OJHOBPEMEHHOIrO MPHUMEHEHHS 3THX

Tnpernaparos.
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Ocobble ykazanus

[IpumeHeHue npenapata AMUBUPEH” B KauecTBE MOHOTEPANMH HE PEKOMEH/IyeTCs.

Ilepeoaua BUY-undghexyuu

XoTs 66110 10Ka3aHO, YTO P(HEKTHBHOE MO/IABIICHUE BUPYCA C MIOMOIBI AaHTHPETPOBHPYCHOM
TEpanuu CyIECTBEHHO CHMKAeT puck nepeaaydn BUY apyrum moasM npu moJIOBbIX KOHTaKTax,
MCKJIIOYaTh 3TOT PUCK MOJHOCTBIO Heb3s. [103TOMY nauueHTs! 10/DKHBI ITPOI0IKaTh Co0II0AaTh
COOTBETCTBYIOLIIHE MEPBI MPEAOCTOPOIKHOCTH.

Hapywenue (pynkyuu nouex

VY naumMeHToB ¢ HapylleHHeM (YHKUMH MOYEK CpeaHEeH M TSKENOH CTENeHM KOHLIeHTpalHs
namuBynuHa B 11asMe Kposu (AUC) noBelieHa BCIEACTBHE CHUIKEHHUS KIIMPEHCa JJaMUBY/IMHA,
MI09TOMY TAKMM NaLUeHTaM TpebyeTcsi KOppeKIHs 103bl.

Tpounas Hykneozuonaa mepanus

Beuiv mosyyeHsl cooOlIEHMS O BBICOKOH 4YacTOTe ClydyaeB BHPYCOJIOTMYECKOH HeyJaayu H
BO3HHMKHOBEHHMH PE3UCTEHTHOCTH HA PAHHEM JTare Mpu NpueMe JaMUBYAMHA B KOMOMHALMK C
TeHo(oBHpa au3onpokcuia Gymaparom U abakaBUpOM, a Takke ¢ TeHO(GOBHpaA ANU3OMPOKCHIIA
(ymapaTom M IMIaHO3HMHOM B PEXKUME O/IMH pa3 B CYTKH.

Onnopmynucmuyeckue uHgpexyuu

Y nauueHToB, NoJyYaroLUKX npenapat AMUBHpeH® WM pyrue aHTHPETPOBHPYCHBIE PENapaThl,
MOTYT pa3BHTBLCS ONMOPTYHHUCTHYECKHE MHGBEKUUH WK Apyrue ocnoxHenns BUY-undekimu,
MO3TOMY MalMEHThl JOJKHBI HAXOAUTHCA MO TIIATEIbHBIM HaOIIOIeHHEM Bpauel, MMErOIuX
OIIBIT JieueHus nauuenToB ¢ BUY-accoummpoBanupMu 3a001eBaHUSMH.

Iankpeamum

Onucanbl peiKue Clyyad pa3sBUTHs MAHKpeaTHTa NpPU MPUMEHEHMM Ipenapata AMuBHpeH®.
OaHako He yCTaHOBJICHO, BBI3BAHO JIM 3TO OCJIOXKHEHHE JeHCTBHEM JIEKAPCTBEHHOIO Ipernapara
MJIM SBIISIETCS CIIE/ICTBHEM OCHOBHOTO 3aboneBanus — BUY-undexnuu. Jleuenne npenaparom
Amusupen”® Heo6X0MMO HEMEUIEHHO MPEKPaTHTh MPH MOABJCHHH KIMHHYECKHX CHMITOMOB
WM J1abopaTOPHBIX JaHHBIX, CBUETEILCTBYIOUMX O pasBUTHM NaHkpeatuta (60/b B JKHBOTE,
TOLIHOTA, PBOTA MJIM IMOBBILICHUE 3HAYCHHI OnoXuMmHuueckuXx mMapkepos). Cienyer npekpaTuThb
IpHeM Ipernapara 70 UCKIIOYeHHs MarHo3a naHKpeaTHT.

Jlakmoauuoos u 6bIpadsceHHaAn 2enamome2anuusa co Cmeamo3om

MmeroTes coobLeHus 0 pa3BUTUH JIAKTOAIM/103a U BEIPAKEHHOH rernaToMeraiiy co CTeaTto3oM, B
TOM YHC/IE€ C JIETAIbHBIM MCXOJOM, BCJICJCTBHE AHTUPETPOBMPYCHOM Tepanmuu aHaIoraMu
HYKJICO3MJ0B B BHJE OTAEJbHBIX IpernapaToB MJIXM B KOMOMHAUMM, BKIIOYasl JTaMHBY/IHH.

[To1o6HbIe siBIEHMS OTMEYAIUCH IJITABHBIM 00Pa30oM Yy HKEHIIHH.
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KiuHuyeckue CHMNITOMBI, KOTOpbIE MOTYT yKa3blBaTh HA Pa3BUTHE JIAKTOALM03a, BK/IIOYAIOT
00111y10 €1a60CTh, AHOPEKCHIO, CTPEMUTEbHYIO HEOOBIACHUMYIO OTEPIO MACCHI T€JIa, CHMIITOMBI
MOP&KEHMs JKEeJYJOYHO-KHILIEYHOIO TpakTa (TOIIHOTA, pBOTa M 0O/ B JKHBOTE) M OPraHoB
AbIXaHus (O/IbILIKA W TAXMITHO3), HEBPOJIOTHUECKHE CUMITOMBI (BKIIIOYAsk MOTOPHYIO €1abOCTh).
Jleuenne aHanoraMm  HyKJICO3MJOB  HEOOXOJMMO TpeKpaTUTh B  CJIyd4ae pa3BUTHS
CUMNTOMATHYECKOH  THIEpJakTaTeMMM M MeTabOJMYEeCKOro  almio3a/JaKkToalu03a,
POrpecCUpyIOLeil renaroMeratiy uin ObICTPOro MOBHIMICHUST AKTHBHOCTH aMHHOTpaHc(epas.
JlakToann03 0ObIYHO pa3BUBAETCS MOC/IE HECKOIBKUX MecsleB jedenus. Crneayer cobionaTh
OCTOPOJKHOCTb IIPH IPUMEHEHHH aHAJIOrOB HYKICO3MJOB JUIS JIEYEHHs J1000ro mamueHra
(0coOeHHO — JKEHILUH ¢ 0XKHPEHHEM) C reraTtoMeraikeii, renaTuTOM WK APYTHMH U3BECTHBIMU
(akropamu pucKa NOpakKeHHs MEYeHH M CTeaTo30M IMeYeHH (BKJIKOYas NPUMEHEHHE
OIpe/IeJICHHBIX JIEKAPCTBEHHBIX IPENapaToB M yrnoTpeOieHne aaKorois).

Mumoxonopuansnas ouchynkyus ¢ pezyivmame HympuympooHozo 6030eicmeus

AHAJIOI'H HYKJI€03U/I0B ¥ HYKJICOTH/IOB CIIOCOOHBI BBI3bIBATH PA3JIMYHYIO CTEMEHb MOBPEKIACHHUS
MHUTOXOHJPUH, 4TO Hauboee APKO NPOSIBIAETCS MPHU NMPUMEHEHHWH CTABYAMHA, JMIaHO3HHA U
3UI0BYAMHA. 3aperuCTPUPOBAHbI ClIydyad pa3BUTHS MUTOXOHAPHAIbHOM auchynkuud y BUY-
OTPHLATEJILHBIX JI€TEH, 10ABEPraBIINXCs BO3JCHCTBUIO aHAJIOTOB HYKJICO3HI0B BHYTPUYTPOOHO
H/MJIM TIOCIE POXKICHHMS; IJIaBHBIM 00pa3oM 3TH Cilydyad OBLIM CBS3aHBI CO CXEMaMH JICUEHHS,
coaepxamuMu  3uA0ByAMH.  OCHOBHBIMH  HEXKEJATEJIbHBIMH  pEaKUMSIMH  SBJISUINCH
reMaToJIOrMYeCKUe HapylieHusl (aHeMHus, HEHTPONEHMs) W HapyuieHHss oOMeHa BeIeCTB
(rumepiakTaTeMus, TCHUIEpIUINA3eMusi). ODTH  HEXejaTelbHble peakuM¥ 4YacTto  ObuUI
TPaH3UTOPHBIMHU. DBBUIM 3aperucTpupoBaHbl peiKHe Cilydyau HEBPOJIOTHYECKUX PACCTPOMCTB C
MO3IHMM HayaloM (MOBBIIIEHUE TOHYCA MBILIL, CYJ0POrH, HApyLIEHHs MOBEAEHHUs ). SBIsSIOTCS
JM JIaHHbIC HApYUICHUs TPAH3UTOPHBIMU WIIM NMOCTOSIHHBIMM, B HACTOSIIEE BPEMS HEM3BECTHO.
BeposTHOCTh pa3BUTHS MHTOXOHAPHAIBHON AMCHYHKUMH ClIEeIyeT paccMaTpuBaTth Y JH060Tr0
pebeHKa, MOJBEpraBIIErocsi BHYTPUYTPOOHOMY BO3JEHCTBHIO AQHAJIOraMH HYKIEO3HIOB H
HYKJICOTHAOB, C BbIPQ)KEHHBIMH KJIMHMUYECKUMHM CHMITOMAMH HESCHOMW OJTHOJIOTMH, B
0COOEHHOCTH HEBPOJIOTMYECKUMHU paccTpoiicTBamu. [lpencraBieHHble JaHHbIE HE BIUSIOT Ha
TEKyLIHE PEKOMEH/IAallMH 110 TPUMEHEHMIO AHTUPETPOBUPYCHOM Teparuu y OepeMeHHbIX KeHIIUH
JUIs TPO(UIIAKTHKY BepTHKaIbHOM nepenayd BUY-undpexuun.

Macca mena u obmen geurecme

Macca Tena, a TaKke KOHUEHTpAUMs JUIUAOB U ITTFOKO3bl KDOBH MOTYT MOBBILIATLCS BO BpeMs
QHTUPETPOBUPYCHON Tepanuu. DTH M3MEHEHHS MOTyT ObITh YAaCTMYHO CBS3aHbl C KOHTPOJIEM
3abosieBanus 1 0Opa3oM JKM3HU. BbUIM MOJSydyeHbl JaHHbIE, MMOATBEPKIAIOUIME B HEKOTOPBIX

ClIydasiX BJIMAHUE TEpalliy Ha KOHLEHTPALUIO JIMITHI0B, B OTHOUIEHHH YBEIHYEHUS MaACChl TEJla
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TaKue JaHHble OTCYTCTBYIOT. Crie/lyeT NpOBOAWTH KOHTPOJIb KOHIIEHTPALMH JIMITH/IOB U TJTHOKO3bl
KPOBH B COOTBETCTBMM C YCTAHOBJICHHBIMM peKoMeHAauusMu 1o tepanuu BUY-undexunu.
Hapymenus nunuaHoro oomMena HeoOX01MMO KOPPEKTHPOBATH B COOTBETCTBHHU C KIMHHYECKMMH
MPOSIBJIEHUSMH.

Cunopom 6occmanoeneHus UMMyHumema

Y BUY-uHOUUMPOBAHHBIX MALMEHTOB C TSDKEJIBIM HMMMYHOAE(HUIIMTOM Ha MOMEHT Havaia
AHTUPETPOBUPYCHOH TEpamu¥ BO3MOXKHO pa3BUTHE BOCHAIMTEILHOM peakuuun Ha (oHe
OeCCUMITOMHBIX ONMMOPTYHUCTHUYECKUX MHGPEKUMH WM MX OCTATOYHBIX SIBICHHH, YTO MOJMKET
CTaTh NPUYMHOMN CEPHbE3HOTO YXYALUICHHUSI COCTOSIHUS WM ycyryonenust cumntoMatuku. OObI4HO
3TH peaKlUMH BO3HMKAIOT B TEUCHME NMEPBBIX HECKOJbKUX He/elb MJIM MECALEB I0C/Ie Havala
aHTUPETPOBUPYCHOH Tepanuu. THNHYHBIMM NpUMEPaMH  SBISIOTCS LMTOMEralOBHPYCHbIM
PETHMHMT, TIEHEepaIM30BaHHAs HW/MIM ovyaroBas HMHG(EKUHs, BbI3BaHHAs MHUKOOAKTEpUSMH, H
MIHEBMOHMS, BbI3BaHHas Pneumocystis jirovecii (Tak)e H3BeCTHA KaK ITHEBMOLIMCTHAS
nuesmonus, [III). TlosBaenne moOBIX CHMNTOMOB BOCHadeHHs TpeOyeT HeMeWIEHHOTO
o0cneoBaHus U, TPH HEOOXOAUMOCTH, JIeYEHHU .

AytoummyHHble 3a00sieBaHus (Takue Kak Oosie3nb ['peiiBca U ayTOMMMYHHBIH MeNaTuT) TAKKe
Habmoanucs Ha (OoHE BOCCTAHOBJICHHS MMMYHHTETA, OHAKO BPEeMs TMEPBHYHBIX IPOSBICHUM
BapbMpoBaso, U 3ab0sIeBaHNE MOIJIO BO3HHKATh Yepe3 MHOTO MECAIEB MOC/Ie Havyalla Tepaniu 1
MHOT/Ia UMEJIO aTUIIMYHOE TEUEHHE.

3abonesanun nevenu

[Tauventsr ¢ xponuveckum rematutoM B wim  C, noayyaroomue KOMOMHHPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPANHIO, XapaKTEPU3yIOTCs MOBBILIEHHBIM PUCKOM Pa3BUTHUS TSDKEJIbIX U
NOTCHUMAIBHO JICTAIBHBIX HEXKEJIATeIbHBIX peakUuit Cco CTOpoHbl neueHH. B ciyuae
COIYTCTBYIOLIEH MPOTUBOBUPYCHOU Tepanuu renatuta B unn C cnexyer Takke 03HAKOMUTBCS €
COOTBETCTBYIOIIMMH MHCTPYKIMSIMHU 0 MPUMEHEHMIO JAHHBIX JIEKAPCTBEHHBIX IpernapaTos.
Pe3ynbTaThl KIMHHYECKHX HCCIEJOBAaHMN M JIaHHBIC [OCTPErHCTPALMOHHOIO HaOIO/ICH s
YKa3bIBalOT Ha TO, YTO Y HEKOTOPBHIX MALMEHTOB C COIYTCTBYIOUIMM XPOHHYECKUM BUPYCHBIM
renatutom B (HBV) npu oTmene npemapata AMuBHpeH® MOTYT BO3HHMKATH KJIHHHYECKHE MM
nabopaTOpHble TMpH3HAKH pELUUAMBA TENaTuTa, KOTOpbIE MOTYT HMMETh Oosiee TsKesble
MOC/IEACTBUS Y NMALMEHTOB C JEKOMIIEHCHPOBAHHBIM 3a00/ieBaHMEM NeueHH. B ciyyae OTMEHBI
npenapara AMHBMpeH® y MalMEHTOB C COMYTCTBYIOUMM BHPYCHBIM rematutoM B ciemyer
pPaccMOTPeTb BO3MOXKHOCTbH [POBEJEHMS MEPHOANYECKOr0 KOHTPOJIS (QYHKUMH TNEYEHH H
MapKepoB peruIMKalluy BUpyca renatura B.

V NaumeHToB ¢ yxe CYLIECTBYIOUMM HapylueHHeM QyHKIMHU [IeYeHHU, BKITIOYas aKTUBHYIO Gpopmy

XPOHHUYECKOI'0 remnarura, OTMEYaeTCs YBEIIMYEHHUE 4HaCTOThI HaprJCHHﬁ (byHKllHPl INE€YCHHU BO



BpeMsi IPOBeIeHNS KOMOMHUPOBAHHOH aHTUPETPOBUPYCHOH Tepanyu. Takue nauneHThl 10/DKHbI
HaXOJUThCS 10J HAOMIOJAEHHEM B COOTBETCTBMM CO CTAHJAPTHOH KIMHHUYECKOW MPAKTUKOM.
Heo06x0auM0 paccMOTpPeTh BO3MOKHOCTD ITPUOCTAHOBIICHUS WK IIPEKPALIECHHUS JICUECHHs B ClTy4yae
MPOSBJICHUN YXy/IIIeHUs 3a001€BaHUs [TEUEHH Y TAKUX MAlMEHTOB.

Ocmeonexpos

HecMoTpsi Ha TO, YTO 3THOJOTHS JaHHOTO 3ab0seBaHUs SBJISETCS MHOTOMAKTOPHOM (BK/IIOYas
[pHeM TIJIIOKOKOPTHKOCTEPOUAOB, YNOTpeOleHHe alIKOrojs, THKEIyI0 HMMYHOCYIIPECCHIO,
BBICOKMI MHJIEKC Macchl Teja), CIy4au OCTEOHEKPO3a Yallle BCEro BCTPEYAIMCh Y MAllMEHTOB Ha
npoasunytoit craguu BUY-uHbexumn w/uimu UIMTENbHO NPHUHUMABIIMX KOMOMHHPOBAHHYIO
AQHTUPETPOBHPYCHYIO Tepanuio. [lanuentam cieyer oOpaTUTLCS K Bpady, €C/IM OHU UCTIBITBIBAIOT
00JIM M CKOBAaHHOCTB B CYCTaBax WJIM TPYAHOCTH IPH JABHIKEHHH.

Caxapuesiit ouabem

[TaumeHTOB ¢ caxapHbIM AUabeToM cieayeT yBeJIOMUTh O TOM, 4TO /103a Ipenapara /Uil B3pOCiibIX
(150 mr = 15 mu1) coaepkuT 3 I caxapo3bl.

Ilpuem npenapara Amusupen® B Qopme pacTBOpa Ul NpHEMa BHYTPb MPOTHBONOKA3aH
MalMeHTaM ¢ TAKAUMH Hac/IeJACTBEHHBIMH HapyIICHUAMHM, KaK HENepeHOCHMMOCTb (pyKTO3bl,
IJTI0K030-TallaKTO3Has MaibabcopOLms, UM NpH aehULIUTe caxapasbl/M30MalbTasbl.

[penapar Amusupen® B Qopme pacTBOpa Ui MNpHeMa BHYTPb TaKKe COJCPIKHT
MeTHJINaparupokcuben3oar M nponuinaparuapokcuben3oar, KOTOpPbIE MOIYT BbI3bIBATh
aJUlepruyecKye peakiuu (BO3MOXKHO, 3aMEVIEHHOT O THIIA).

Bszaumooeiicmeue ¢ opyzumu 1ekapcmeeHHbIMU cpeocmeamu

[Tpenapat AmuBupen® He cieyeT NMPUMEHSTh OJHOBPEMEHHO C MPENapaTaMu, COepKalluMHU
JTAaMUBYIMH HJIK SMTPHLIUTAOHH.

[IpumeHeHHe TaMUBYIMHA B KOMOMHALMY C KJIaApUOUHOM HE PEKOMEHIyeTCs.

Oco0bIe rpynnel NaUHEHTOB

Jemu

B KIMHHYECKMX HCCIIE€AOBAHMSX Yy JeTe, MojyyaBIIMX JaMHUBYIMH B (opMe pacTBOopa uis
npueMa BHYTPb OJHOBPEMEHHO C APYTMMH aHTHPETPOBHPYCHBIMM Ipernaparamu B (opme
pacTBOpa AJIs IpUeMa BHYTPb, 4AaCTOTa CYNPECCHH BUPYyCa M HKCIO3ULIMA JaMUBY/IMHA B IUIa3Me
KpOBH ObLIM HMIKE, a PE3UCTEHTHOCTb BHUpyCa pa3BUBAJIach yalle, 4em y JEeTeH, MOoJjyyaBIIMX
npenaparsl B popme TabneToK.

[To BO3MOXHOCTM HEOOXOAMMO HCIOJIB30BaTh PEXUM  AHTUPETPOBHUPYCHOM  Teparnuu,
BKJIIOYAIOIIMH Bce npemnaparbl B Gpopme Tabnerok. JlamuByaun B Gopme pactBopa Ui mpuema
BHYTPb, NPUMEHSEMbI OJHOBPEMEHHO C COpPOMTON-COAEPKALIMMHU  JIEKApPCTBEHHBIMH

npenaparamMu, CICAYCT NPUMEHATH TOJIBKO B TE€X Cily4dasX, KOrJa HEBO3MOXXHO IMPHMEHECHUEC



peXxuMa Tepanuu, BKJIIOYAIOIIEro Bee npenaparsl B popme TabieToK, U KOr/1a 1oJjib3a MPOBEACHHS
JleYeHUst PEBBIIAET BO3MOXKHBIE PUCKH, BKJIIOUas HU3KHH ypoBeHb cynpeccun Bupyca. Cienyer
paccMoTpeTh HeoOXoauMocTh Oojiee 4acToro KOHTpoJs BUpycHoM Harpysku BWY-1 npu
OJTHOBPEMEHHOM INPUMEHEHHH JIaMHBYAMHA C JUIMTEIBHO IPUMEHAEMBIMH COpPOMTOJI-
COJIepIKAIUMH TTpernapaTamH.

Biusinne Ha cnocoOHOCTL YIPABJSATH TPAHCIOPTHBIMH CpPeJCTBAMH, MEXaHH3MaMH
CrnenuanbHbIX HCCIEJI0BAHUH [0 HM3YYEHHIO BJIMSHHS CPEJACTBA Ha CIOCOOHOCTH YIPaBJIATH
aBTOMOOMJIEM U IBMIKYLIMMHUCS MEXaHU3MaMU He TPOBOAWIOCE. Y UUThIBas (hapMaKoJIOrHyecKue
CBOMCTBA JIAMHBY/IMHA, TAKOE BIMSHUE MAJOBEPOSTHO. TeM He MeHee, IPU OLeHKe CIOCOOHOCTH
NauueHTa yrnpasisTh aBTOMOOHIeM/MeXaHU3MaM | cjlelyeT MPUHUMATh BO BHUMaHHe ero oduee
COCTOSIHME, a TAKIKE XapaKTep HeXelaTeIbHbIX peaklni JaMHUBY/ M HA.

®opma BhINyCKa

PactBop /15 npuema BHyTpb 10 Mr/mi.

[lepeuunas ynakosxka n1exapcmeeHHo20 npenapama

[To 240 M1 BO (y1aKkOHBI CTEK/ISIHHBIE U3 CBETJIOTO WJIM TEMHOTO CTEKJIA, YKyIOPEeHHbIE KPBIIIKOi
BHHTOBOH IOJIMMEPHOI ¢ KOHTpPOJIEM NepBoro BCkpbiThs. Ha drrakoHbl HaKJIEMBAIOT STUKETKH U3
Oymaru STHKETOYHOM WM MUCYEH, WM U3 MOTUMEPHBIX MAaTEPUATOB, CAMOKJICSLIIUECS.
Bmopuunas ynakoska nexapcmeenno2o npenapama

[To 1 ¢nakoHy BMeCTe ¢ MHCTPYKUMEH 10 MPUMEHEHHIO M LINPHULEM-103aTOPOM [OMELIAIOT B
nayKy U3 KapToHa juis norpedutenbckoi Tapel. [lauku nomeaioT B rpynnoBykO yIakOBKY.
YeaoBusi XxpaHeHus

Xpauute npu temneparype He Bbie 25 °C (Bo ¢iakoHe).

XpaHUTh B HEJOCTYITHOM JUIs JI€TeH MecTe.

Cpoxk roanocTn

2 roza. Ilocne BekpoiTus dakona: 30 aHEH.

He npuMeHSTH 110 HCTEYEHHH CPOKA FOHOCTH.

Yca0BusSI OTIIYCKA U3 aNITEK

OTnyckaroT 1o peuenty.

Baagenen permcrpanmoHHoro yaocrosepeHusi/Oprannsanusi, NPUHUMAIOIIAS TPeTeH3NH
norpeduTeeii

AO «®apmacuntesy», Poccus,

664040, r. Upkytck, ya. P. JliokcemOypr, a.184,

Ten: 8-800-100-1550,

www.pharmasyntez.com



IIponsBoauTenn
AO «®apmacunres», Poceus.
IOpumnueckuit aapec: 664007, r. Upkyrck, Kpacnorsapaeiickas 1.23, od. 3.

Anipec npou3BoACTBeHHO# miowmaaku: r. Upkyrek yi. P. JliokcemOypr 184.

Buue-npe3uaeHT 1o kauecTy
U PEryJSITOPHBIM BOIIPOCAM

AO «®apmacuHTE3»

Mausix H.IO.
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