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UHCTPYKLMUS MNOCNEOOBATENEHOCTE 0004)

10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA

JJAMUBYJINH BEJI®APM

PerncrpanuoHHblii HOMep:

Toprosoe nanmenoBanue: JJAMNBY JINH BEJIGAPM

MexayHapoaHoe HEMATEHTOBAHHOE HAUMEHOBAHME: JIAMUBYIUH

JlexapcTBeHHas ¢opma: TaOIETKH, TOKPHITHIE INICHOYHOH 000I0UKOM

Cocras

Oona maonemka cooepacum:

Heticmeytowee sewgecmeo. namuByaut — 150,0 mr.

Bcnomozamenvhvie sewjecmaa:. LEJUTI0JI03a MUKPOKPUCTATUTUYECKAs MC-102,
KapOOKCUMETUIIKpaxMan HaTpus (HaTpUsl KpaxMmai TJIHKOJAT, MPUMOTeNb), KPEMHUS JHUOKCHIT
KOJUTOMIHBIH (29pOCHIT), MarHus creapar.

Cocmas ob6onouku: [rotoBas cyxas CMECh ISl IUICHOYHOTO TMOKPBITHS, COJAEpXkKalias
TUTIPOMEIIO3y  (OKCHUIIPONMMJIMETWILEIUTION03Y),  THTaHa  AWOKCHA, Makporoia 6000
(MTONMMATUIICHTITUKOIb 6000, MTOJTUATUIIEHOKCH T 6000) 581051 TUITPOMEIIO3a
(OKCHUMIPOTIUIMETHIIIEIITI0N03a), TUTaHa Auokcui, mMakporon 6000 (mommdtuneHrnukons 6000,
oy TUiieHokeu 6000)].

Onucanue

Kpyribie OBOSIKOBBITYKIIbIE TAOJNETKH, MOKPHITHIE TUIEHOYHON 0005I0YKOW Oenoro Wid MOYTH
Oenoro nBeta. Ha monmepeunom paspese — aapo 6eoro uiv oyt 6exoro 1sera.
dapmakoTepaneBTHYeCKAsi TPyNNa: MPOTHBOBUPYCHBIE CPEJCTBA CUCTEMHOTO JICHCTBUS,
MPOTUBOBUPYCHBIE CPEACTBA MPSIMOTO JEHCTBUSI; HYKJICO3UIHBIE U HYKJICOTHHBIC HHTHOUTOPBI
00paTHOM TPaHCKPHUTITA3bI.

Koa ATX: JOSAF05.

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Mexanuszm geiicTBus

JlaMMBYyIMH — aHaJOr HYKJIEO3HMJIOB, OO0JAJAIONUIMil aKTUBHOCTHIO B OTHOIIEHHH BHUpYca
ummyHoaeuiuta yenoseka (BHUY) u Bupyca renaruta B (HBV). JlamuBynun noasepraercs
BHYTPUKJIETOYHOMY MeTaboJIM3My ¢ 0oOpa3oBaHHEM aKTUBHOI'O IMPOW3BOJHOTO — JIAMHUBYAHMHA
5’-tpudocdara. OCHOBHOI MeXaHU3M €ro JAeHCTBHS — OJOKMpPOBaHUE CHHTE3a LIENH B Ipolecce

oOparHoii Tpanckpunimu BHY. Tpudochar obnamaer cenekTUBHOW HHrHOMpYrOIeH
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_NNEPTHOMY OTYETY

OTHOILIECHUM PE3UCTEHTHBIX K 3UIOBYIMHY KIMHHYeckux wu3oisiToB BUY. He nabGnromanuch
aHTaroHucTuyeckue 3G exTsl iN VItro mpu o1HOBPEMEHHOM MPUMEHEHHH JIAMUBY/IMHA U IPYTUX
AHTUPETPOBUPYCHBIX IIPENapaToOB (MCCIIEOBaHHbIE BeLlecTBA: abaKkaBup, TUAaHO3UH, HEBUPAIUH
Y 3UJIOBY/IMH).

Pe3ncTeHTHOCTD

Pesucrentnocts BUY-1 k namuBynuHy oOycioBiieHa 3aMeHOW aMHUHOKUCIOTH M 184V BOnM3u
aKTHBHOTO IICHTpa BHUpPyCHOW oOpatHoi TpaHckpuntasbel (OT). [laHHBIM BapwaHT MyTaluu
BCTpEYAETCs KaK B YCIOBHSX IN Vitro, Tak u y nHduumpoBanHbix BUY-1 nanueHToB, nNomy4aBuimx
AHTUPETPOBUPYCHYIO TEPAINIO, BKIHOYAIOILYI0 JaMuByIuH. [Ipu mytanuu M 184V 3naunrtensHo
CHU)KAETCS YYBCTBUTEJIBHOCTh K JIAMMBYAMHY M YMEHBIIAETCS CIOCOOHOCTh BHpyca K
perutukanuu in Vitro. B wuccienoBaHusx in Vitr0 ObLIO YCTAaHOBICHO, YTO PE3UCTEHTHBIC K
3UJIOBYJMHY M30JIAThl BUPYyCa MOI'YT CTAHOBUTBCS YyBCTBUTEIBHBIMU K €r0 JCHCTBHIO, €CIIU Y
TUX H30JATOB OJHOBPEMEHHO DPAa3BUBAETCS PE3UCTEHTHOCTh K JaMuUBYAUHY. OJHaKo
KJIMHUYECKOE 3HaYEHHUE 3TUX JAaHHBIX JI0 HACTOSIIErO0 BpEMEHHU HE OIPEEIICHO.

JlauHsbie in Vitro, kak npaBUiIo, yKa3bIBAIOT HA TO, YTO MPOIODKECHNE IPUMEHEHUS JTAMUBYIUHA B
COCTaBE€ AaHTUPETPOBUPYCHOM TeEpalnuH, HECMOTps Ha pasButue Myrtanuun MI184V, moxer
IPUBECTH K MOSBICHUIO OCTATOYHON aHTUPETPOBUPYCHON aKTUBHOCTH (BEPOSTHO, B PE3YJIbTATE
YXYALIEHUS PEIUIMKaTUBHON criocoOHOCTH BUpyca). KinnHnueckas 3Ha4MMOCTb 3THX Pe3y/IbTaToOB
HE YCTaHOBJICHA. B NENCTBUTENBHOCTH, TOCTYIIHBIE KIMHUUYECKNE JAHHBIE OYEHb OTPAHUUYEHBI U
HE TO3BOJISIOT CleNaTh OJHO3HAUHBIA BBIBOJ B 3TOH oOmactu. B mrobom ciydae, Hauano
IPUMEHEHHUS HYKJICO3UIHbIX HHTUOUTOPOB 00paTHOi TpaHckpunTassl (HUOT), k koTopbiM BUpyc
BCE €Ill€ YYBCTBUTEJIECH, BCEr/a JOHKHO ObITh OoJiee MPeNrOuYTUTENbHBIM, YEM MPOJI0JIKEHUE
Tepanuy JIaMUBYAUHOM. TakuM oOpa3oM, NpOJOJDKEHHE Tepanuy JIaMUBYIAMHOM, HECMOTpS Ha
nosiBiieHne myranuun M184V, cinepyer paccMarpuBaTh TOJIBKO B ClIy4dae OTCYTCTBHSI APYTHUX
aktuBHbIX HAOT.

Mytammus OT MI184V npuBoauT K pa3BUTHIO TEPEKPECTHOM PE3UCTEHTHOCTH TOJBKO K
AHTUPETPOBUPYCHBIM IpenapaTaM Kjacca HyKJICO3UAHBIX HHTHOUTOPOB. 3UJOBY/IMH U CTaBYIMH
COXPAHSIIOT aHTUPETPOBUPYCHYIO aKTUBHOCTH B OTHOLIEHUH mTaMMOB BUY-1, pe3sucTeHTHBIX K
JamMHUBYIUHY. AOakaBUp COXpaHSET aHTUPETPOBUPYCHYIO aKTUBHOCTH B OTHOILIEHUHU HITAMMOB
BUU-1, pe3ucTeHTHBIX K JIAMUBYAMHY U 00Jafaromux Toyibko MyTanuei M184V. Illtammer ¢
mytanuein OT M184V nemMoHCTpHUpPYIOT MEHEe ueM 4-KpaTHOE CHUKEHUE YYBCTBUTEIBHOCTH K
JUAHO3MHY; KIMHUYECKOE 3HAUEHHUE 3TUX SIBJICHUM HEM3BECTHO. TeCThl Ha YyBCTBUTEIBHOCTH
IN Vitro He OBUIM CTAaHZAPTU30BAHbL, U UX PE3yJIbTAaThl MOTYT BapbHUpPOBATh B 3aBHCHMOCTH OT

METOI0JIOTUYECKUX (PAKTOPOB.
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nepupepuyeckoil KpoBH, HA YCTOWYHMBBIE JTUMQPOLUUTAPHBIE M MOHOIUTAPHO-MaKpodaraibHbIe
KJICTOYHBIE JIMHUU U PSIJl KIETOK-TIPEANIECTBEHHUKOB KOCTHOT'O MO3Ta.

DapmakoKkunemuxa

AOcopbuus

JlaMHBYZIMH XOpOIIO BCACHIBAECTCS M3 IKEIyJOYHO-KUIIEYHOTO TpakKTa, OWOJOCTYITHOCTD
JaMUBY/IMHA Y B3pOCIBIX MOCIE MpUeMa BHYTPh 00bIYHO cocTaBisieT 80—85 %. [locne mpuema
BHYTPh cpeaHee BpeMs (tmax) AOCTHKEHHS MaKCUMAIbHOM KOHLIEHTPALUU JIaMUBYAMHA B
ceiBOpoTKe KpoBH (Cmax) coctaBiseT okoio 1 4. Ha ocHOBaHMM [aHHBIX, MOJIYYEHHBIX B
HCCIIIOBAaHUH C YYaCTHEM 37I0POBBIX TOOPOBOJIBIIEB, P IIPUEME TepaneBTUYECKON 10361 150 Mr
nBa pasza B cytku cpenss (KB — ko dunment Bapuanmm) paBHOBecHast KOHIEHTPAUS Cmax
Cmin TaMHBYIWHA B Tula3Me KpoBu coctasisier 1,2 mxr/mia (24 %) u 0,09 mxr/mun (27 %),
cootBercTBeHHO. Cpennsis (KB) AUC (mnomaap mnon  ¢dapMakOKHHETUYECKOW KPHUBOU
«KOHIECHTpAIHA-BPEMs») B HHTEpBaje MeX 1y nprueMamu 12 4 cocrasiset 4,7 Mxrxu/mi (18 %).
[Tpu TepaneBTuueckoil 1o3e 300 mr onuH pa3 B cytku cpennss (KB) paBHOBecHas KOHLEHTpaLus
Cmax, Cmin 1 AUC B uHTepBane Mmexay npuemamu 24 4 cocrtaBisior 2,0 mir/miu (26 %),
0,04 mxr/ma (34 %) u 8,9 Mxrxu/mi (21 %), COOTBETCTBEHHO.

[Mprem namMUBYJAMHA BMECTE C MUINEH BBI3BIBACT YBEIHUCHHE tmax U CHIDKCHHE Cmax (Ha 47 %),
OJIHAKO HE BJIMAET Ha OOIyI0 CTeneHb abcopOuuu (pacCUMTaHHYI0 Ha OCHOBAaHUU BEJIUYUHBI
AUC).

He oxxupaercs, 4To nmpreM M3MeNbYeHHBIX TaOJETOK C HEOOJIBIINM KOJIMYECTBOM MOITYTBEpAOH
IUIIN WK SKAKOCTH TIOBJIHSET Ha (papMaKoJIOrmyecKre CBOMCTBa Ipenapara H, ClieZIoBaTeNbHO,
HAa  KIMHUYECKUH  3¢¢dekT. DTOT BBIBOA OCHOBaH Ha  (UBUKO-XUMUYECKUX U
(apMaKOKMHETUYECKHX JaHHBIX MPU YCIOBUH, YTO MAIlUEHT U3MEIbUACT U CMEIINBAET C MUIIEH
win KuAKocThio 100 % TabneTku, U IpUHUMAET He3aMeTUTEIbHO.

CoBMecTHOE TIPUMEHEHHE 3HIOBYAMHA MPUBOIUT K YBEIMUCHHIO SKCIO3HIINU 3HIOBYAMHA Ha
13 % u yBenMUeHNI0 MaKCUMAITbHOW KOHIIEHTPAIMH B TUIa3Me KPOBU Ha 28 %. DTO siBIIeHHE HE
CUMTAETCs 3HAUMMBIM JUIsl OE30MaCHOCTH MAllMEHTOB M, CIIe0BATEIbHO, HE TpeOyeT KOPPeKLnuu
7103.

Pacnopenenenune

[Io maHHBIM KIMHUYECKUX HCCIEAOBAHUNA MpPU BHYTPUBEHHOM BBEJCHHUU CpPEAHHI 00BEM
pacmpeneneHus JaMuByauHa coctaBiseT 1,3 n/kr. CpegHuil CUCTEMHBIN KIUPEHC JIaMUBYIUHA
cocrapnsieT mpubmu3uTensHo 0,32 11/49/Kr, OONBINYI0 YacTh KOTOPOTO COCTAaBISIET MOYECYHBIN
KIIUPEHC Yepe3 CUCTEMY TPAHCIIOPTa OpraHMYecKrux KaTHoHOB (Oonee 70 %).

JlamMuBYIUH TMPOSIBISET JUHEHHYI0 (apMaKOKMHETHKY NMpPU NMPUMEHEHHH B TEPANeBTUUYECKOM
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anpOymuHOM (<16-36 % 1o cpaBHEHHIO C CHIBOPOTOYHBIM aJbOYMHHOM B HCCIEIOBaHHSIX
in vitro).

OrpaHuyeHHbIE JaHHbIE YKa3bIBAIOT HA TO, YTO JIAMUBYIUH IPOHUKAET B LIEHTPAIbHYIO HEPBHYIO
cucreMy (HHC) u cnuaHOMO3roByr )uakocte (CMIK). Uepe3 2—4 4 mocie mepopajbHOTO
npreMa COOTHOIIEHHE KOHIEeHTpanmu jJamuByanHa B CMOK u ChIBOPOTKE KpPOBH B CpelHEM
coctaBisiio mpubnusutensHo 0,12. VMcTuHHAs cTeneHb NPOHUKHOBEHHWS, a TaKXKe CBA3b C
KJIMHUYECKOH 3(PPEKTUBHOCTHIO HEU3BECTHBI.

buotp aHC(bODMaI_[I/IH

[lepuon mosyBBIBE/IEHUS JIAMUBYAMHA U3 IUIa3Mbl KPOBMU IOCJE MpPUEMA BHYTPb COCTaBIISET
18-19 4, a 1 ero aKTUBHOH (POPMBI — BHYTPUKIIETOYHOTO JJaMUBYIMHA TpUpochaTa — KOHSUHBIH
NEepUO/I TOJYBBIBEACHUS U3 KJIETOK cocTaBisieT 16—19 u. CornacHo AaHHBIM, OJIy4eHHBIM y 60
B3pPOCIIBIX 37I0POBBIX JOOPOBOJBIEB, (hapMAKOKMHETHUYECKHE MapaMeTpbl JaMUBYIWHA B
PaBHOBECHOM COCTOSIHUHU Npu npueme B 103¢ 300 Mr ouH pa3 B CYTKH SKBUBAJICHTHBI TAKOBBIM
npu npueme B 1o3e 150 mr aBa pasza B cyTku B oTHOmEHHH AUC24 1 Crax TSI BHYTPHKJIETOYHOTO
namuByauHa Tpudocdara.

JlaMUBYIUH MPEUMYIIECTBEHHO BBIBOAMTCA B HEM3MEHHOM BHUJE NMoukaMu. MeTtabonuueckue
B3aMMOJICHCTBYS JIAMUBYAMHA C IPYTMMHU JIEKAPCTBEHHBIMU ITperapaTaMi MaJIOBEPOSTHBI BBUAY
HE3HAYUTENILHOTO MeTabonu3Ma B neueHu (5—10 %) u HU3KOI CTENEeHU CBSA3BIBAHUS C OelIKaMu
I1a3Mbl KPOBH.

BroiBeneHue

B uccnenoBanusx ¢ yyacTueM MalMeHTOB € MOYEYHOW HETOCTATOYHOCTHIO ObUIO MOKa3aHo, YTO
HapylleHHe (QYHKIMM TOYeK BJIMSIET Ha BHIBEJACHHME JIaMHUBYIUHA. PeKoMeHAyeMblil pexum
JTO3UPOBAHUSA JUISl TAIIUEHTOB C KIMPEHCOM KpeaTMHHHa MeHee 50 MJI/MHUH NpPUBEICH B pa3zese
«Croco6 NpUMEHEHUs U J103bD».

B3aumopeiictBue ¢ TpUMETONPUMOM — KOMIIOHEHTOM KO-TPUMOKCa3ojla — MPHUBOJIUT K
MOBBILICHHUIO SKCIIO3UIIMY JaMuBYyIuHa Ha 40 % npu NpUMEHEHUH B TEpaneBTHYECKHX J103aX. TeM
HE MEHee, 3a UCKIIOYEHUEM MAIMEHTOB C MOYEYHOW HENOCTATOYHOCTBIO, KOPPEKLUS J103bl HE
Tpebyetcs. Crneayer TIIATENbHO OLEHMBATH BO3MOXHOCTh OJHOBPEMEHHOI'O MPUMEHEHHUs KO-
TPUMOKCAa30Jia C JaAMUBYIMHOM Y MAallMEHTOB C MOYEYHON HETOCTATOUHOCTBIO.

[ToyeyHast HETOCTATOYHOCTD

VY nmanueHToB ¢ HapylieHueM (QYHKIIMY ITOYeK KOHIIEHTpanus JIaMiByinHa B 11a3me kposu (AUC)
MOBBIIIIEHA BCJIEJCTBUE CHUKEHHOTO KiIMpeHca. Takum o0Opa3oM, HalMeHTaM C KIMPEHCOM
KpeaTuHuHa MeHee 50 MJI/MUH HEOOXOMMO YMEHbIICHHUE A03bl JAMUBYIHHA.

IleueHOYHAS HEAOCTATOYHOCTD
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q)YHKI_II/II/I MEYCHU CBUACTCILCTBYIOT O TOM, YTO HAPYUICHHUC (I)YHKI_II/II/I MEYCHU CYHICCTBCHHO HC
BJIUACT HA (bapMaKOKI/IHCTI/IKy JJaMUBYJUWHA.

JInIia moKMI0T0 BO3pacTa

JanHbie 110 (hapMaKOKWHETHKE JJAMHUBY/IMHA Y TIAIIUEHTOB CTapIIe 65 JIET OTCYTCTBYIOT.
bepemeHHOCTD
dapMaKOKHHETHKA JIAMUBYIMHA MTPU OEPEMEHHOCTH HE OTJIMYAETCS OT ero (papMaKOKUHETUKHU B
cilydae OTCYTCTBUSI OepeMeHHOCTH. KOHIIeHTpalus JaMUBYIMHA B CHIBOPOTKE KPOBH JICTEH MpH
pPOXJIEHUH OblJla aHAJIOTUYHA TAKOBOH B CHIBOPOTKE KPOBU MAaTepu M IYIMIOBUHHOW KPOBU HA
MOMEHT DPOJOpa3peIIeHHsl, YTO COIJlacyeTrcs C JaHHBIMH O TIACCHBHOM TPOHUKHOBEHUH
JaMUBY/IMHA Yepe3 TUIALEHTY.

eTU
AbcomoTHas OHOAOCTYNMHOCTh JaMuByauHa (nmpumepHo 58-66 %) Obiia HiKe U Oosee
BapuabenpHa y geredl muamgme 12 ner. I[lpwem nammBynuHa y nereid B ¢gopme TabIeTOK
OJIHOBPEMEHHO C JPYTHUMH aHTUPETPOBUPYCHBIMHU IpernapaTtamMu B popme TabJIeTOK 00ecTieunBa
6o:ee Boicokue 3Ha4YeHU AUCx U Cmax TaMUBY/IMHA B I1J1a3M€ KPOBU 10 CPABHEHHIO C PACTBOPOM
JUI TIpHEeMa BHYTPb, NPUHUMAEMbIM OJHOBPEMEHHO C JIPYITMMH aHTHPETPOBHPYCHBIMHU
npemnapatamu B (hopMe pacTBOpa JJisi IpuemMa BHYTPb.
VY nmerelt, moJydaBIIUX JIAMUBYAWH B (popMe pacTBopa JUIsi IPHEeMa BHYTPh B COOTBETCTBUU C
PEKOMEH/IOBAaHHBIM PEKUMOM JI03UPOBAaHMSI, OblIa JOCTUTHYTA JKCIO3WIUS JIAMUBYAMHA B
Ma3Me KPOBH, 3HAYEHHs] KOTOPOH HAXOMWINCh B JUana3oHe, MONYYEHHOM Y B3POCIBIX
MAIUEHTOB.
VY nereii, MpUHUMABIINX JIAMUBYIUH B (hOpMe TaOJIETOK B COOTBETCTBHUU C PEKOMEHIOBAHHBIM
PEKUMOM JO03UPOBAHUS, IKCIO3UIIMS JTAMUBYANHA B TUIa3Me KPOBHU ObLla BBIIE, YeM Y JETeH,
MPUHUMABIIUX JIAMUBYAHH B (opMe pacTBopa AJisd MpUEMa BHYTPb, MOCKOJIbKY MpU TpUEME
npenapara B ¢popMe TabJIETOK MAIlMEHTHI TOJYJar0T 00Jiee BHICOKHE JTO3bI B TIEpecUeTe Ha MT/KT
Macchl Tena, W JaMHBYOIMH B ¢opMe TabJeTOK XapakTepusyercs Oosee BBICOKON
OMOAOCTYIHOCTBIO.
DapMaKOKHHETUYECKUE UCCIIeIOBAHUS PUMEHEHHS JJAMUBYIUHA Y IeTel B opMe pacTBOpa JIst
npreMa BHYTPh M B ¢GopMe TabJeTOK TOKa3ald, 4TO MpHEM Mpenapara OJWH pa3 B CYTKH
skBUBaJIeHTeH 10 mokaszarento AUCo.24 mpreMy miperapara JiBa pa3a B CYTKH IIPH OJUHAKOBOM
o011eit cyTouHoOM 103e€.
Jannble o hapmMakoOKWHETHKE Mpenapara y AeTel B BO3pacTe MIIAJIIe 3 MECSIleB OTPaHUUYEHBI.
Y HOBOPOXXICHHBIX Ha TIEPBOW HEIEJE JKU3HU KIMPEHC JIAMUBYIWHA MPH MPHEME BHYTPh ObLI

CHHMIKCH IO CPaBHCHUIO C I€TbMHA Ooiee CTapmero Bo3pacrta, BEPOATHO, BCICACTBUEC HE3PCIOCTU
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_NNEPTHOMY OTYETY

Takum o0pa3om, A JTOCTHKEHHS HKCIO3MIUH, CXOAHOM C TaKOBOH Yy B3pOCIBIX U JIETEH,
PEKOMEHI0BaHHAS J103a JIJIsl HOBOPOKICHHBIX COCTABIISICT 2 MI/KT JIBa pa3a B CyTKHU. JlaHHBIE 11O
IIPUMEHEHHUIO IIpernapaTa y HOBOPOXKACHHBIX B BO3pacTe crapiie 1 Heaeam OTCyTCTBYIOT.
IHoka3anusi K NpUMeHEeHUI0

Jleuenne BUY-undpexnum B cocraBe KOMOWHHPOBAHHON aHTHPETPOBHUPYCHOM TEpamuu y
B3pOCIIBIX U JIETeU ¢ Maccol Tena 6oyee 25 Kr.

IIporuBonokazanus

- IToBbllIeHHast YyBCTBUTENIBHOCTh K JIAMUBYAMHY WM JHOOOMY JpPYroMy KOMIIOHEHTY
npernapara.

- Jletn ¢ maccoit Tena 10 25 K.

- Hapymenue ¢pyHkuuu nouexk npu KiupeHce KpeaTuHuHa MeHee 30 Mil/MUH (11 TaHHOMH
JIEKapCTBEHHON (DOPMBI).

IIpumenenne npu 0epeMEHHOCTH M B IIEPHO/L TPYIHOI0 BCKAPMJINBAHUA

bepeMeHHOCTh

Kak npaBuiio, npu NpuHATUN pelieHHs 00 NCII0JIb30BaHUN aHTUPETPOBUPYCHBIX IPENapaToB AJs
neuenuss BUY-undexkumun y GepeMEHHbIX >KEHIIMH M, KaK CIEJACTBHE, Ul CHHMXKEHMs pPUCKa
BepTUKaIbHON mnepenaun BUY-uHpexknun HOBOPOXKACHHOMY CIEIyeT YYUTHIBaTh JaHHBIE
MCCJIEJOBAaHUM Ha )KUBOTHBIX, @ TAK)KE KIIMHUUECKUN OIBIT IPUMEHEHNS Y OEpEMEHHBIX JKEHIIIMH.
HccnenoBanust 1mMo NPUMEHEHHWIO JIAaMUBYAMHA Yy JKUBOTHBIX IOKa3ajdd YBEIMUYEHUE paHHEH
IMOPHOHAIEHONW CMEPTHOCTH Y KPOJIMKOB, OJTHAKO Y KpbIC TaHHBIHN 3¢ deKT He Habmroaancs. beuto
YCTaHOBJIEHO, YTO Y YEJIOBEKA BO3MOKHA NIEpeada JaMUBY/IMHA Y€PeE3 TUIALIEHTY.

YV GepeMeHHBIX JKEHIIMH, TOoy4aBImux JaMuByauH, 6omnee 1000 ucxooB 6€peMEHHOCTH TOCTIe
INpUMEHEHHs BO Bpems mepBoro Tpumectpa u Oosiee 1000 mcxonoB OGepeMEHHOCTH TMOCie
IPUMEHEHHS BO BpEMs BTOPOTrO M TPETHETO TPUMECTPA JAEMOHCTPUPYIOT OTCYTCTBUE
Malib(hOPMAaTUBHOTO U (eTaIbHOrO/HEOHATAILHOTO BO3JeiCTBUA. JlekapcTBEeHHBIN mMpenapar
MOKHO TMPHUHUMAaTh BO BpeMsi OEpeMEHHOCTH B Cilydae KIMHMYecKod HeoOxoaumocTH. Ha
OCHOBaHUU JIOCTYIHBIX JAHHBIX MOYKHO C/I€TIaTh BBIBOJI O TOM, UTO IIPU MPUMEHEHUH JJAMUBYINHA
y 4eJI0BEKa PUCK BPOXKACHHBIX N1aTOJIOTUN MAJIOBEPOSTEH.

Jns BUY-uHQUUMPOBAHHBIX JKEHIIMH C KO-MH(EKIHel BHUPYCOM TIelaTuTa, MOJy4aroIlux
TEepanuio JIaMUBYAMHOM, B CIIy4ae HACTyIUIEHUSI OEpeMEHHOCTH CJEelyeT YYHUTHIBAaTh
BO3MOXXHOCTh pPELUINBA renaTUTa 1ociie MpeKpaleHus: IpUMEHEHUs JJaMUBYANHA.
Mumoxonopuanvhas oucghynkyus

B uccaenoBanusix in Vitro u in vivo ObUI0 IPOJEMOHCTPUPOBAHO, YTO aHAJIOTU HYKJICO3HIIOB U

HYKJIEOTHJIOB CIOCOOHBI BBI3bIBATh TMOBPEXKICHUS MHUTOXOHIPUN pa3inyHOM crerneHu. bputu
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3apErUuCTPUPOBAHBI COOOIICHNUS O MUTOXOHIPHUAILHON Hﬂ%ﬁ&&%‘% E@gﬁ,%ﬂge'prﬁﬁfﬁﬁxm

BO3/ICHCTBHUIO aHAJIOTOB HYKJICO3UI0B BHYTPHYTPOOHO W/WIIH B TIOCIEPOJIOBOM MEPHOIE.

HCDI/IOI[ I'PYAHOI'O BCKapMJIMBaHUA

Ilocne mpuema BHYTpPh JIAMHMBYIWH BBIACIAETCS B TPYAHOE MOJIOKO B KOHIIEHTpAlUsX,
AQHAJIOTMYHBIX KOHLEHTPALUAM, OOHAPY>KEHHBIM B CHIBOPOTKE KpoBHU. Ha ocHOBaHMU pe3ynbTaToB
uccnenoBanus Oonee 200 map «maTh/pebeHOK», moiydaBmux Tepanuio BUY-undexium,
KOHLIEHTpalusi JIaMUBYZMHA B CBIBOPOTKE KpPOBH JIeT€l, HAXOJAIIMXCA Ha TIPYyIHOM
BCKapMJIMBaHUM y MaTepei, nmony4aBmmx tepanuto BUY-undexkuun, oyenb Huzka (< 4 % or
KOHIEHTPALlUU B CHIBOPOTKE KPOBU MaTEpH) M MOCTEIIEHHO YMEHbILAETCS 10 HEONPEIeNIeMOro
YPOBHSI IIPU TIOCTHXKCHUH TPYAHBIMU ACThMU 24-HeIeTbHOT0 Bo3pacTa. JlaHHbie 1o 6€301acHOCTH
NpUMEHEHHS JJAMUBYAMHA Y ACTEH MIIa IIIe TpeX MecsIeB oTcyTcTByoT. BUU-nnpumpoBanHbM
JKEHIIMHAM HU TpPH KaKuX OOCTOATENbCTBAX HE PEKOMEHIYETCS MPOBOIUTH TI'PYIAHOE
BCKapMIIMBaHKe BO u3z0exxanue nepenaun BUY pebenky.

DdepTUabHOCTD

PesynbTathl nccnenoBaHui Ha JKUBOTHBIX MOKAa3aliM, YTO JAMHUBYJIUH HE OKa3blBaeT BIMSHHUE HA
(bepTUIBHOCTD.

Cnoco0 npuMeHeHMsI U 103bI

JlamMuBYIMH 10JKEH HA3HAYAThCS BPAuoM, UMEIOIIUM ONbIT JieueHus: BUY-undexuun.
JlamMuBYIMH NPUHUMAIOT BHYTPh BHE 3aBUCUMOCTH OT NpHEMa MUIIH.

s oGecrieyeHUss TOUHOCTH JTO3UPOBaHMS Iperaparta TabJeTKH PEeKOMEHAYeTCsl MporiaThiBaTh
HOJHOCTBIO, 0€3 u3MenbueHHs. J[Is NalMeHTOB, KOTOpPbIE HCHBITHIBAIOT TPYIHOCTH C
IporyiaTelBaHUEM TabJIETOK, IpeIHa3HaueHa JIeKapCTBEHHask (opMa pacTBOp JJIs IpUeMa BHYTPb.
B kauectBe anbTepHATHUBBI JOIMYCKAeTCsl H3MeEJbYEHHE TaOJeTOK C  MOCIEAYIOIUM
nepeMelMBaHeM ¢ HEOOJBbIINM KOJIWYECTBOM MOIYTBEpAOH MUINK WM JKUIAKOCTH, IPU ITOM
MOJYYEHHYIO CMECh HEOOXOJUMO MPUHSATH BHYTPb MOJIHOCTHIO U HE3aMEAJIUTEIBHO.

[Tpu nepexojie OT pexrMa IpUeMa JIBa pas3a B CyTKH K PeKUMY IIpUEMa OJIUH pa3 B CYTKH CIEAYyeT
MIPUHSATH MEPBYIO PEKOMEHIYEMYIO OJHOKPATHYIO 103y IIPUMEPHO Yepe3 12 4 mociie nociaeaHen
IPUHATON J03bl 10 pPEXUMY JBYKPaTHOIO IpueMa, a 3aTeM NpoJoDKaTh INPUHUMATh
PEKOMEHIYEMYIO OJHOKPATHYIO 103y IPUMEpPHO Kaxk1ple 24 4. [Ipu Bo3Bpare K pexumy npuema
JIBa paza B CYTKH CJIelyeT MPHUHSITHh MEPBYIO PEKOMEHAYEMYIO 03y MO PEKHUMY JIBYKPATHOIO
IIpueMa IpUMEPHO Yepe3 24 9 1ocse NocaeqHed TPUHATON OJJHOKPATHOU JTO3bI.

[Tpu nmepexone oT mpuema npemnapara B popme pacTBopa K mpuemy npenapara B popme TablIeToK,
WK Hao0OpOT, HEOOXOAMMO ClIeZIOBaTh PEKOMEHJIAIMSAM IO JIO3UPOBAHMIO IIpernapara,
YCTaHOBJICHHBIM JIJIS1 K&XKJIOW KOHKPETHOM JIEKAPCTBEHHOU (DOPMBI.

[Tpumenenue npenaparta JIAMUBY JIUH BEJI®APM B popme TabieTok y AeTeit ¢ Maccoit Tena
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MaccChl TCa.

B3pocible 1 et ¢ Maccoii Tejia He MeHee 25 Kr

Pexomennyemas no3a namuByauHa coctapisieT 300 mr B cytku: o 150 Mr 1Ba pasza B CyTKU WU
1o 300 Mr ouH pa3 B CYTKH.

[lanmeHThl OKMJIOT0 BO3pacTa

I[aHHBIG o NpUMCHCHHUIO JIAMUBYIWHA Y 9TOH KaTCropuu mnanuCeHTOB OTCYTCTBYIOT, OIHAKO
clenyeT coOaaTh 0CO0YI0 OCTOPOKHOCTD MPH MPUMEHEHHUH Tpernapara y TaKuxX HNaleHTOB B
CBSI3M C BO3PACTHBIMH HM3MEHEHMSIMHM, TAaKUMHU KaK yXyAlleHHEe (PYHKIHMU MOYEK U H3MEHEHHE
MOKa3aTeyiel KPOBH.

HaIII/IeHTI)I C HAapVIICHUECM d)VHKIII/II/I IIOYCK

VY nanueHToB ¢ HapylleHueM (YHKIMM HOYeK CpeqHed M TSHKEIOH CTeNeHM KOHLEHTpalus
namuBynuHa B mia3Me KpoBu (AUC) noBblllieHa BCIEACTBUE CHWXKEHMs KiupeHca. [loatomy y
MAIMEHTOB ¢ KJIMPEHCOM KpeaTHHWHa MeHee 30 MII/MHH NMPUMEHCHHE JIAMUBYIWHA B (Qopme
TabJIETOK IPOTHUBOIOKA3aHO.

Pexomenoayuu no noobopy 003wl y 63pocivix u demell ¢ MAccou meia He meHee 25 Ke:

Knupenc kpeatnHnHa
ITepBas no3a [TonnepxuBaromas n103a
(M51/MURH)
ot 30 no 50 150 mr 150 mr 1 pa3 B cyTkn
MmeHee 30 [IpoTuBomokazaHo  (Juid  JaHHOM  JeKapCTBEHHON  (opmbl).

HeoOxonuMo npuMeHeHue JaMHBYJMHA B JIEKAPCTBEHHOW Qopme
pacTBOp JJIsl IPUEMa BHYTPb

ITaneHTHl ¢ HApYIIIEHUEM d)VHKHI/II/I NCYCHU

JlanHble, MOJTy4YEHHbIE Y MAIMEHTOB C HapylleHHeM (YHKUIUU NEYEHU CPEeJHEH M TAXKeIon
CTCIICHHU, ITOKAa3bIBAKOT, 4UYTO I[I/IC(i)YHKHI/ISI IICYCHU HEC OKas3bIBACT CYHICCTBCHHOC BIIMAAHHUEC Ha
dbapMakOKMHETHKY JamMUByIuWHA. McxXoas W3 ATHX NOaHHBIX, A7 TAIMEHTOB C HapyIICHHEM
(GYHKIINY IEYEHU CPEAHEH U TSHKEIION CTeNeHN KOPPEKIUs T03bI He TpeOyeTcs, 3a UCKII0UEHUEM
CITy4aeB, KOT/Ia HapylIeHHe PyHKIIUU TTEYEHU COMPOBOXKIACTCS HAPYIICHHEM (PYHKITUU TTOYECK.
ITo6ouHoOE neiicTBHE

PesromMe HexenaTeabHbIX PeaKIIil

OmnucanHble HIKE HEXKeIaTeIbHBIS pCakiiukn OTMCHAIIMCh TIpU JICUCHUUN BI/Iq-I/IH(I)CKI_[I/II/I
JJaMUBYAWHOM.

HexxenarensHbIe pc€aKkuunu, KJ'IaCCI/I(i)I/IHI/IPOBaHHBIe KakK CBs3aHHBIC WJIM BO3MOKHO CBsA3aHHBIC C
TepaHHGﬁ JJAaMUBYAWUHOM, NICPCUUCIICHBI HUKC B COOTBCTCTBUH C IMOPAKCHUECM OPraHOB U CUCTCM

OpraHoB H" YacTOTOM BCTPCHACMOCTH. YacroTa BCTPCHACMOCTHU OMNPCACIIACTCA CICAYIOIIHUM
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(> 1/10000, <1/1000), ouensr pemko (<1/10000). B mpemenax Kakmaoi KaTeropuud YacTOThHI
HE)KEeJaTeNIbHbIC PEAKIIUU PEACTABICHBI B MOPSAAKE YObIBAaHHUS CEPbE3HOCTH.

Hapywenus co cmopomusl Kposu u iumpamuieckoil cucmemul. HEIACTO — HEUTPOTICHHSI U aHEMHUSI
(vHOTHA B TSDKENOW (popme), TPOMOOLUTOIICHHS, OYCHb PEIKO — HCTUHHAS IPUTPOIUTAPHAS
ariasusi.

Hapywenus co cmoponvl obmena éewjecma u numaHus. 4acTo — THIEPIAKTATEMUs; OUYCHb PEIKO
— JIAKTOAIUI03.

Hapywenus co cmopoHbl Hep8HOUL cucmeMbl: 9acTo — roJIOBHAsE 00JIb, OECCOHHUIIA; OYCHB PEIKO
— nepudepudeckas HeMpomnaTHs, B TOM YHCIIE TapeCTEe3HH.

Hapywenus co cmopoHbl 0bixamenbHOU CUCeMbl, OP2AHO8 2PYOHOU KIIeMKU U CPEOOCEHUs!
Y4acTO — Kalllellb, Ha3aJIbHBIC CHMIITOMBI.

Hapywenus co cmoponwt diceny0ouHo-KueuHo20 mpakma: 4acto — TOITHOTA, PBOTA, OOJIb WK
crasMbl B JKMBOTE, JWApes; PEAKO — MAHKPEATHUT, MOBBIIICHWE AKTUBHOCTH CHIBOPOTOYHOM
aMHJIA3bL.

Hapywenus co cmopouvl neuenu u JHcenuevlo0awux nymeti. HEUACTO — TPaH3UTOPHOE
MOBBIIICHUE AKTUBHOCTU TICUCHOYHBIX (epMeHTOB anaHmHamuHOTpaHchepassl (AJIT),
acnnapratamuHoTpancdepassl (ACT); penko — renaTur.

Hapywenus co cmoponbl Kodxcu u noOKONCHbIX MKAHell: 4acTO — CHIlb, aJONENHs; PEAKO —
AQHTMOHEBPOTUYECKUH OTEK.

Hapywenus co cmoponbvl ckenemno-mulieyHou U COeOUHUMENbHOU MKAHU, 4acTO — apTpajrus,
MBIIICYHBIE HAPYIIICHUS; PEIKO — pabJOMUOITHU3.

Obwue paccmpoticmeéa u Hapyuwienus 6 Mmecme 68edeHuUs:: 9acTO — YyBCTBO YCTAJIOCTH,
HEJIOMOT'aHue, JTMXO0pa/IKa.

Omnucanre OTACNbHBIX HeXKENaTSAbHBIX PeaKIIUN

3aperucTpUpOBaHbl  CIIy4aW pPa3BUTHS OCTEOHEKpPO3a, B YAaCTHOCTH, Yy IIAlIMEHTOB C
oOuienpru3HaHHbBIMU (aKTOpaMu pHUCKa, Ha HpoABuHyTOM cramuu BUYU-undexunn wam npu
JUINTENIbHOW KOMOMHMPOBAHHOW aHTHUPETPOBUPYCHOH Tepamuu. YacToTa BCTPEYAEMOCTH 3TOTO
ABJICHYS HEU3BECTHA.

Bo BpeMms mpoBelieHHsI aHTUPETPOBUPYCHOM TEpanuy MOXKET OTMEYAThCsl YBEJIIMYEHUE MACCHI
TeJa, a TAKKe MOBBIIIEHNE KOHLIEHTPALMHU TJIFOKO3bI U JINIIHIOB B KPOBH.

Y BUY-uHQUUIMPOBAHHBIX MAMEHTOB C TSKEIbIM MMMYHOAE()UIMTOM HAa MOMEHT Hauaia
KOMOWHHUPOBaHHOM aHTUPETPOBUPYCHOM Teparnuy BO3MOKHO pa3BUTHE BOCHATUTENLHON peakIuu
Ha (poHE 6ECCHMITOMHBIX ONNOPTYHUCTUYECKUX UH(EKIUI UM UX OCTATOYHBIX SIBJICHHH.

AyTonMMyHHBIE 3a00JI€BaHMs (Takue Kak O0oJjie3Hb ['peliBca U ayTOMMMYHHBIN T€laTHT) TaKkKe
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_NNEPTHOMY OTYETY

BapbUPOBAJIO U 3200JI€BaHNE MOTJIO BOSHHKATh Y€Pe3 MHOT'O MECSIIEB TIOCTIE Hauana TeParuH.
eTH

669 nereli B Bo3pacte oT 3 MmecsueB 1o 17 ner, nunumupoBanasix BUY-1, koTopeie momydanu

abakaBup W JIAMUBYAMH OJUH WIM JIBa pa3a B CYTKU, MPUHUMAJU y4acTUE B HCCIEIOBAHUU

ARROW Trial (COL105677). Y mauueHToB IETCKOTO BO3pacTa, IPHHUMABIIKMX Mpenapar oJuH

WIK JBa pa3a B CYTKH, HE OBUIM BBISIBICHBI JOIMOJHUTEIBHBIE MPOOJIEMBI, CBS3aHHBIC C

0€30MacHOCTbIO, 10 CPABHEHUIO CO B3POCIIBIMHU.

Ilepeno3upoBka

CuMITOMBI

Kakmne-mu6o cnenupuyeckiue NPU3HAKK WIA CHMIITOMBI IEPEIO3UPOBKU JIAMUBYIAWHOM HE

BBISIBJICHBI, 32 HCKJIFOUEHUEM TeX, KOTOpbIE IEPEUYNCIICHBI B KAUECTBE HEKEIATeNbHBIX PEAKIIHIA.

Jleduenue

B ciydae nmepeno3upoBKH ClieyeT KOHTPOJIUPOBATH COCTOSHUE MAIMEHTa U 110 HEOOXOIUMOCTH

MPOBOAMTH CTAHIAAPTHYIO TOJICPKUBAIONIYIO0 Tepanuio. [I0CKOIbKY JIaMUBYIMH BBIBOJAHUTCS W3

OpraHu3Ma C TIOMOINBIO JAMaNu3a, AN JICYCHHUS I[EePEeIO3UPOBKH BO3MOKHO MPUMEHEHUE

HENPEPBHIBHOT'O TeMOANANIN3A, OJTHAKO CIEeIUaIbHbIE UCCIEIOBAHUS HE TPOBOIUITUCE.

B3aumopeiicTBHe ¢ APYrUMH JIeKAPCTBEHHBIMH CPeCTBAMU

HccenoBanus TeKapCTBEHHBIX B3aUMOICHCTBUI OBIITH TPOBEICHBI TOIBKO C Y4ACTHEM B3POCITBIX

MAIUEHTOB.

MeTtabonnueckoe B3aMMOJICICTBIE TaMUBYIMHA C IPYTUMHU MIpenapaTaMi MaJOBEPOSITHO B CBSI3U

C €r0 He3HAYUTEITHHBIM METa00IM3MOM, OTPAHHYEHHBIM CBS3BIBAHUEM C OCITKaMU TUIa3Mbl KPOBU

Y TIPAaKTHYECKU TIOJTHBIM BBIBEJICHHEM Yepe3 IMOYKH B HEM3MEHEHHOM BHJIE.

OnHOBpeMEHHOE TPUMEHEHHWE KOMOWHAIMKM TPUMETONpPUM + cynbgpaMeToKca3ol B J103€

160 mr + 800 mr (kKo-TprMOKCa3011) MPUBOAUT K MOBBIIICHHUIO SKCIIO3UIINK JamuByarHa Ha 40 %,

9TO OOYCJIOBJICHO HAJIMYHEM TPHUMETONPHUMA; HAIUYHE CYlIb(paMeToKca3ojla HE OKa3bIBaeT

BIUSHUE Ha ()apMaKOKUHETHKY JaMUByauHA. OHAKO, 32 UCKIFOYCHUEM ITaIlUEHTOB C TIOYSHYHOMN

HEJOCTAaTOYHOCTHI0, KOPPEKIM J03bl JaMHUBYIUHA He TpeOyercs. JlaMHBYIUH HE OKa3bIBaeT

BIUSHUE Ha (PapMaKOKMHETUKY TPUMETONpHMa Wi cyidbpameTokca3ona. B ciydae, xorga

OJIHOBPEMEHHOE TMPUMEHEHHE KO-TPUMOKCA30Jia SIBJISICTCS OIPABJIAHHBIM, TAI[UCHTHI JTOJKHBI

HAXOJUTHCS TOJ] KIMHUYeCKUM HaOmoneHueM. Cremyer m30erath COBMECTHOTO MPUMEHEHUS

JaMHUBYJMHA C KO-TPHUMOKCA30JIOM B BBICOKMX J103aX JUIsl JICYCHHUs] TMHEBMOHUWH, BBI3BAaHHOMN

Pneumocystis jirovecii, u Tokcormiazmo3a.

CnenyeT yuuThIBaTh BO3MOXKHOCTh B3aMMOJECHCTBHS JaMHBYJUHA C OPYTMMH OJJHOBPEMEHHO

IMPUMCHACMBIMH JICKAPCTBCHHBIMU IIp€riapaTaMu, B OCOOEHHOCTH C TEMH, Y KOTOPBIX OCHOBHBIM
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MEXaHU3MOM BBIBEJICHUS SIBIISIETCS aKTHBHAs K aﬂbueBiﬂ %él{}gn—-lld; Etéﬂé@ﬁt‘r }T sziH 'ﬁépTa

OpraHMYECKUX KaTUOHOB (Hampumep, TpumeTonpum). [lpyrue nedCTByIOIIME BELIECTBA
(HampuMmep, paHUTHAMH, LUUMETHAMH) JIMIIb YAaCTUYHO BBIBOJAATCA C IOMOILBIO YKa3aHHOTO
MeXaHU3Ma U HE B3aUMOACUCTBYIOT C JIAMUBYAMHOM. AHAJIOTM HYKJIEO3HMJOB (Hampumep,
JTMJIaHO3MH, 3U10BYAMH) HE BBIBOJSATCS [TOCPEICTBOM JIaHHOI'O MEXAaHU3Ma, U MX B3aUMOJAEHCTBHUE
C JIJAMUBYZAMHOM MaJIOBEPOSATHO.

[Ipr ogHOBpEeMEHHOM NPUMEHEHUHU JIAMHUBYAMHA M 3UJOBYIMHA HAONIONAeTCd yMEpeHHoe (Ha
28 %) yBemuuenue Cmax 3UAOBYIMHA B IasMme KpoBu, npu 3ToM AUC cyiecTBeHHO He
u3MeHseTcs. 3uJ0BYIMH HE BIUAET Ha (PapMAaKOKUHETHUKY JIAMUBY/IMHA.

JlamuByIMH He ciieyeT NPUHUMATh OJHOBPEMEHHO C JIPYIMMH aHaAJOraMu LUTUAMHA, TAKUMU
KaK SMTPULIUTAONH, B CBSA3H C €r0 CXOJICTBOM C JaHHBIMU npenaparamu. Kpome Toro, npenapar
HE clieflyeT NMPUHUMATh C JIHOOBIMH JIPYTMMH JIEKapCTBEHHBIMM IIperapaTaMu, COAEpKaIlUMU
JAMUBY/IUH.

In vitro namuByIMH HMHTHOMpYeT BHYTpUKIEeTOYHOEe (ochopuimpoBaHue KiaapuOHHA, YTO
00yCaBIMBAaeT MOTCHUMAIBHBIA pHCK 1OTepH dS()(HEKTUBHOCTH KIAApUOMHA B CiIydae
KOMOUMHUPOBAaHUS B YCIOBUSAX KIMHUYECKOM NMpakTUKU. HekoTopble KIMHUYECKHE JaHHBIE TAKXKe
HOJTBEPXKIAI0T BO3MOXKHOCTh B3aUMOJIEHCTBUS MEX Y JaMUBYAUHOM U Ki1aapuouHom. ITostomy
OJIHOBPEMEHHOE MPUMEHEHHE JJaMUBYIMHA U KJIaJprOrHa HE pEKOMEH/I0BaHO.

[urtoxpom CYP3A He BOBjiedueH B MeTa0OIM3M JIAMHBYJHWHA, TOITOMY B3aUMOJICUCTBHE C
JIEKapCTBEHHBIMM IIperapaTamMM, KOTOpble METa0OIM3UPYIOTCA 3TOH cucTeMoil (Hampumep, ¢
UHTUOUTOpAMHU MTPOTEasbl), MAIOBEPOSITHO.

OnHoBpeMeHHOE TTpUMEHEHre pacTBopa copourtona (3,2 1, 10,2 1, 13,4 r) ¢ ogHOKpaTHON 10301
namuByauHa 300 Mr B popMe pacTBopa Ui IpUeMa BHYTPb Y B3pOCIIBIX 3J0POBBIX JOOPOBOJIBLIEB
HPUBOAMIIO K JI0303aBUCUMOMY CHIKEHMIO sKcrno3unuu JamuByauHa (AUC) Ha 14 %, 32 % u
36 % u Cmax namuByauHa Ha 28 %, 52 % u 55 %. Ilo Bo3MoOXHOCTH cienyeTr u3beraTh
OJIHOBPEMEHHOTO MPUMEHEHUsI JIaMUBYAMHA M COPOUTONI-COAEPIKAIUX IpernapaToB, JuOO
ClIelyeT pacCMOTPETh BO3MOXKHOCThH 0OJIee 4acToro KOHTpoJis BUpycHOW Harpy3sku BHUY-1 B
cllyyasiX, KOrJla HEBO3MOXKHO H30eXaTb JUIMTEIbHOTO OJHOBPEMEHHOIO NPHUMEHEHHs STHX
IIpEnapaToB.

OcoOble ykazaHus

[IpumeHeHre TaMUBYMHA B KAU€CTBE MOHOTEPANIUU HE PEKOMEH TyeTCS.

Hapymienue d)VHKUI/II/I NOYECK

VY manweHToB ¢ HapylieHHeM (YHKIMHM TMOYeK CpeIHed M TSHKENOW CTENeHW KOHIEHTpaIus
namMuByauHa B mazme kpoBu (AUC) moBblllieHa BCIIGICTBUE CHUKEHUS KIMPEHCA JIAMUBYIMHA,

MO03TOMY TaKUM HaIeHTaM TpeOyeTcs KOPPEKIHsI T03bI.
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TpoiiHasg HYKI€O3HHas Tepanus (MOCNEOOBA

boun momydeHsl COOOIIEHHST O BBICOKOM YacTOTE CIIy4yaeB BHPYCOJOTHYECKOM HEyHdauu
BO3HMKHOBEHUH PE3UCTEHTHOCTH HA PaHHEM 3Talle MpHU MpUeMe JaMHUBYAWHA B KOMOWHAIIMU C
TeHO(OBHpa AU3OMPOKCUIA pyMapaToM U abakaBUPOM, a TakKe ¢ TeHO(OBHUpa AUIOMPOKCHUIIA
dbymapaToM U AUIaHO3UHOM B PEKHUME OJIMH Pa3 B CYTKHU.

OnnopTyHUCTHYECKHE HHPEKIIUU

VYV nanueHToB, MOJY4YarolMX JIAMUBYIUH WIIM JPyTrUe aHTUPETPOBUPYCHBIE IIPENaparhbl, MOI'YT
Pa3BUTHCS ONMIOPTYHUCTHUYECKUE NHPEKIUHN WK Apyrue ocinoxxkHeHus BUY-nndexuun, nosromy
HAlMEHThl JOJDKHBI HAaXOAMTHCSA MOJ TINATEJIbHBIM HAOIIOACHUEM Bpayel, MMEIOIIHUX OIBIT
nedeHus nanueHToB ¢ BUY-accounnpoBaHHbIMU 3200I€BaHUSIMU.

ITaHKpeaTur

Onucanbl pelkue clydau pa3BUTHs NAaHKpEaTHTa IIPU NPUMEHEHUM jJamMuByauHa. OIHAKO HeE
YCTaHOBJIEHO, BBI3BAHO JIM 3TO OCJIOKHEHHUE JIEHCTBUEM JIEKAPCTBEHHOTO IIPENapaTa Wi sBJIIeTCs
CJIEICTBUEM OCHOBHOTO 3abosieBanusi — BUU-undexnuu. Jlevenne naMuBy1mHOM HEOOXOIUMO
HEMEJJICHHO TPEKPATUTh ITPH NOSBICHUH KIMHUYECKUX CUMITTOMOB HJTH JJa0OPaTOPHBIX TaHHBIX,
CBU/IETEJILCTBYIOLIMX O Pa3BUTHUHU AaHKpeaTHTa (00JIb B )KUBOTE, TOLIHOTA, PBOTA WJIM ITOBBILICHNE
3HAYEeHUH OMOXMMHYEeCKUX MapkepoB). CienyeT NpekpaTuTh IpUeM Ipenapara A0 UCKIYEHU s
JINarHo3a NaHKpeaTuT.

JIakToamum103 U BEIpaKCHHAS TEIIaTOMETaIns CO CTEaTO30M

HmeroTces cooOIIeHNs O pa3BUTHH JIAKTOAIM103a U BBIPAXKEHHOM rernaToMeraily co CTeaTo30M, B
TOM YHCJE C JIETAIbHBIM HCXOJOM, BCIEACTBHE AHTHUPETPOBUPYCHOM Tepamuu aHaloraMu
HYKJIEO3UJIOB B BHJE OTIEIbHBIX IpErnaparoB WM B KOMOMHAIMM, BKJIIOYas JIAMUBYIHUH.
[TooOHbIE SIBIEHNS OTMEUYAINChH [JIABHBIM 00Pa30M y JKEHIIHH.

KimHndeckne cMMITOMBI, KOTOPbIE MOTYT YKa3blBaTh Ha Pa3BUTHE JIAKTOALM03d, BKIIOYAIOT
0011y10 c1a00CTh, aHOPEKCHUIO, CTPEMUTENIBHYIO HEOOBSICHUMYIO IIOTEPIO MAcChl T€Ja, CHMITOMBI
MOpPaKEHUSI KEITYJA0YHO-KUIIEYHOTO TpakTa (TOIIHOTa, pBOTa U OOJIb B JKMBOTE) U OPIraHOB
JBIXaHUs (OJBIIIKA U TAXUITHO?), HEBPOJIIOTHUYECKUE CUMIITOMBI (BKJIFOYasi MOTOPHYIO CJIa00CTh).

Jleuenne aHajoOraMuM HYKJIEO3UJOB HEOOXOAMMO MpPEKpaTHTh B  CIydyae pPa3BUTUA
CUMIITOMATUYECKOH  TUNEpJaKTaTeMHHM U METa0OJIMYECKOro  aIu103a/aKToalua03a,
MPOrPECCUpPYIOLIeH renaToMerajiny Wik ObICTPOro MOBBILIECHUS] AKTUBHOCTH aMUHOTpaHc(epas.

JlakToann103 0OBIYHO pa3BUBAETCA IOCIIE HECKOJBKUX MecsleB jedeHus. CiaemyeTr cobonaTh
OCTOPOKHOCTh TpU TPUMEHEHHWU aHaJOrOB HYKJICO3WAOB MJS JIEYEHUs JI0OOTO MalueHTa
(0COOEHHO — JKEHIIMH C 0)KUPEHHUEM) C TeraToMeraiuei, renaTUToOM WK IPYTUMHU W3BECTHBIMHU
(dakTOopaMH pHCKa TIOPAKEHHMsS IE€YEHM M CTeaTo30M IeYeHH (BKJIIOYas MPUMEHEHUe

OTIpe/ieNIEHHBIX JIEKAPCTBEHHBIX MPENapaToB U YNOTpeOIeHrEe alKoros).
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_NNEPTHOMY OTYETY

AHaJIOTH HYKJICO3HUJIOB M HYKJIEOTHJIOB CIIOCOOHBI BBI3BIBATH PA3IMUHYIO CTEIICHb MTOBPEKACHUS
MUTOXOHJIPHI, YTO HanOoJiee SIPKO MPOSIBISICTCS NPHU MPUMEHEHUU CTaBYAMHA, NUJAHO3MHA U
3UIOBYAMHA. 3apETUCTPUPOBAHBI CIydad Pa3BUTHS MUTOXOHApUANIbHOW auchyHkuuu y BUU-
OTpULATENIbHBIX JIeTeH, MOBEpPraBUINXCcs BO3ACHCTBUIO aHAIOTOB HYKJIEO3HI0B BHYTPUYTPOOHO
W/WIIK TIOCTIE POXKIICHUS; TTIaBHBIM 00pa3oM 3TH Cilydau OBbLIM CBSI3aHBI CO CXEMaMH JICYCHHS,
cojepXamMMu  3uJOBYAUH.  OCHOBHBIMH  HEXKEJIATEIbHBIMU  PEaKUMUsIMU  SIBJISLTUCH
reMaToJIorMueckue HapylleHus (aHeMus, HEUTPONEeHHs) M HapylleHHs oOMEHa BeIeCTB
(runeprnakTaTeMusi, TUIEPIUINA3eMus). OTH HEXelaTelabHble pPEaKIUH YacTo SBIISIINCDH
TPaH3UTOPHBIMU. BBUIM 3aperucTpupoBaHbl PEIKHE Cllydad HEBPOJIOTMUECKHUX PACCTPOHCTB C
MO3/ITHUM HayajioM (TIOBBIIICHHE TOHYCA MBIIIL, CyJIOpPOTH, HApYIICHUSI TTOBEACHUs). SIBISIOTCS
JIM JaHHBIE HAPYIICHUS TPAH3UTOPHBIMH WIIM MOCTOSHHBIMH, B HACTOSIIEE BpeMs HEU3BECTHO.
BepoaTHOCTh pa3BUTUS MUTOXOHJPHAIBLHON AUCPYHKUMU CIEAYyeT paccMaTpUBaTh y JIIOOOTO
pebeHKa, MOJBEPraBILIErocs BHYTPUYTPOOHOMY BO3ACHCTBUIO aHaJIOraMM HYKIEO3UJOB U
HYKJICOTUJIOB, C BBIPAKCHHBIMU KIMHUYECKUMH CHMITOMAMH HESICHOM OSTHOJOTHH, B
0COOCHHOCTH HEBPOJIOTMYECKUMHU PACCTPONCTBAMHU.

[IpencraBieHHble JaHHBIE HE BIHAIT HA TEKyIIME PEKOMEHAAIMH IO MPUMEHEHUIO
AHTUPETPOBUPYCHOM TEpanmuu y OCEPEeMEHHBIX JKEHIIUH I MPOPUIAKTUKH BEPTUKAIBHOU
nepenaun BUY-undexuu.

Macca tena u 0OMeH BCIICCTB

Macca tena, a TakKe KOHLCHTPALMU JTUIUI0B U TIIFOKO3bl KPOBU MOT'YT IOBBIIIATHECS BO BpEMS
AHTUPETPOBUPYCHOM Tepanuu. DTH U3MEHEHHs] MOTYT ObITh YaCTUYHO CBSI3aHBI C KOHTPOJIEM
3a0osieBaHns M 00pa3oM XHU3HU. BbulM MOMy4YeHBl JaHHBbIE, MOATBEP)KIAIOIINE B HEKOTOPBIX
ClIy4asx BIIMSHHUE TE€palluy HA KOHLEHTPALUIO JIMIIUI0B, B OTHOILIECHUH YBEJIMYEHHS MacChl Tejla
TaKHe JaHHbIE OTCYTCTBYIOT. ClielyeT IPOBOAUTH KOHTPOJIb KOHLIEHTPALNH JIMIIHIOB U TIIFOKO3BI
KPOBH B COOTBETCTBHM C YCTAHOBJICHHBIMH peKoMeHAauusMu 1no tepanuu BUY-nndexium.
Hapymenust aunuinoro ooMena Heo0X0JuMO KOPPEKTUPOBATH B COOTBETCTBUH € KIIMHUYECKUMU
IIPOSIBICHUSIMU.

CHHAPOM BOCCTaHOBIICHUS UMMYHHUTETA

Y BUY-uHQUIMPOBAHHBIX MAlUEHTOB C TSKEIbIM UMMYHOAC(PHUIIMTOM Ha MOMEHT Hadaja
AHTUPETPOBUPYCHOM Teparuu BO3MOXKHO pa3BUTHE BOCHAIUTEIBHOW peakuuu Ha (QoHe
0ECCUMNTOMHBIX OMIMOPTYHUCTHUECKUX MHQPEKIMH WM UX OCTAaTOYHBIX SBICHHH, YTO MOXKET
CTaTh MPUYMHOMN CEPhE3HOT0 YXY/IIEHUS COCTOSHUS WM yCyryOsieHus: cuMrnToMaTuku. OOBIYHO
9TH peaklUUU BO3HHUKAIOT B TEYCHHE IEPBBIX HECKOJIBKHUX HENENb WIM MECALEB IOCIEe Hadala

AHTUPETPOBUPYCHOM Tepanuu. TUNUYHBIMU TpPUMEpPAMH SBIAIOTCS ILIMTOMETAJIOBUPYCHBIN
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PETUHUT, TEHEpPAJIM30BaHHAS W/WIIA OYaroBas HH(i)eI{EUI;'{,:1%%%a¥%ﬁwagﬂphWﬁ, u

ITHEBMOHUS, BbI3BaHHas Pneumocystis jirovecii (Takke wu3BecTHa KaK ITHEBMOLMCTHAsS
nHeBMoHwus, [II1). IlosBieHwe mMOOBIX CHUMITOMOB BOCHAJCHUST TPeOyeT HEMEICHHOTO
o0crenoBaHus U, P HEOOXOAUMOCTH, JICUCHUSI.

AyTouMMyHHbIE 3a00JieBaHus (Takue Kak Ooyie3Hb ['peiiBca U ayTOMMMYHHBIN T'€laTUT) TaKXKe
HaOroanuch Ha (JOHE BOCCTAHOBIICHHS MMMYHMTETA, OJHAKO BPEMs NMEPBUYHBIX MPOSBICHUIN
BapbUPOBAJIO, U 3a00J€BaHKNE MOTJIO BO3HUKATh YepPe3 MHOI'O MECSIIEB MOCIe Havalla Teparnuu u
MHOTJ]a UMEJIO aTUITUYHOE TeUCHHE.

3a0oneBaHus IEYEHH

[Taniuentsl ¢ xpoHmdeckuM rematutoM B wium C, mnomydaronme KOMOWHHUPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPAINHIO, XaPAKTEPU3YIOTCSI TTOBBIIICHHBIM PUCKOM PAa3BUTHUSI TSHKEIBIX U
MOTEHLMAIbHO JIETANbHBIX HEXENaTeNbHbIX peakIuil CcOo CTOPOHBI TieueHH. B ciyyae
COIYTCTBYIOILIEH TPOTUBOBUPYCHOM Tepanuu renatuta B unu C cienyet Takke 03HAKOMUTHCS C
COOTBETCTBYIOIIMMHU HHCTPYKIIUSMU IO TPUMEHEHHUIO JAHHBIX JIEKAPCTBEHHBIX MPEapaToB.
Pe3ynbrarhl KIMHUYECKUX WCCICAOBAHUI M JIaHHBIE TOCTPETHUCTPAIIMOHHOTO HAOJIOICHUS
YKa3bIBAIOT HAa TO, YTO y HEKOTOPHIX MALMEHTOB C COMYTCTBYIOIIMM XPOHHYECKUM BUPYCHBIM
renatutom B (HBV) npu orMmeHe naMuByAMHA MOTYT BO3HUKATh KIMHUYECKHE WU
nabopaTOpHbIE TIPU3HAKK pEIUIUBa TeMaTuTa, KOTOPhle MOTYT HUMETh O0ojee TSKelble
MOCJIEJICTBHSI Y TAIIMEHTOB C JIEKOMIICHCHPOBAHHBIM 3a00JI€BaHHEM TeueHu. B cirydae oTMeHbI
mpenapaTa y MalMeHTOB C COMYTCTBYIOIIMM BHPYCHBIM TemaTHUTOM B ciemyeT paccMoTpeTh
BO3MOXXHOCTh TPOBEJCHUS TMEPUOAMYECKOTO KOHTPOJIS (YHKIUU TIEYEHH U MapKepoB
peruKaiuy BUpyca remarura B.

VY manueHToB ¢ yXe CyIEeCTBYIOIIUM HapylleHneM (QYHKIIMY IIeUeHH, BKII0Yasi aKTUBHYIO popMy
XPOHUYECKOTO TemaTuTa, OTMEYaeTcsl YBEJIMYEeHHUE YacTOThl HApYIICHWH (PYHKIHUMU MEYEHH BO
BpeMsi KOMOMHHUPOBAHHON aHTUPETPOBUPYCHOM Tepanuu. Takue mareHThl T0JKHBI HAXOUThCS
1Mo HaOJIFOJICHHEM B COOTBETCTBHUU CO CTAHIAPTHOM KIMHUYECKOHM mpakTukoil. Heobxommmo
PaccMOTPETh BO3MOKHOCTh TIPHOCTAHOBJICHUS WIIH TIPEKPAIICHUS JICUCHUS B CITydae MPOsSBICHUN
YXYALIEHUS 3a00J€BaHUS TICUEHU Y TAKUX MAIlMEHTOB.

OcteoHekpos

HecMoTpst Ha TO, 94TO ATHOJIOTHS JAHHOTO 3a00JIEBaHUSI SIBIAETCS MHOTO(DAKTOPHOW (BKIIHOUAs
MPUEM TIIOKOKOPTUKOCTEPOHUIOB, YIOTPEOJIICHUE aIKOTOMS, TOKEIYI0 HMMYHOCYIPECCHIO,
BBICOKMI MHAEKC MAcChl TeJa), CIy4yau OCTEOHEKPO3a Yalle BCEro BCTPEUYAINCh Yy MAallUEHTOB Ha
npoABuHYTON cramguun BUY-uHbexkuuu w/uinm JUIUTETbHO MPHUHUMABIINX KOMOWHUPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepanuio. [lanentam cienxyer oOpaTuThes K Bpauy, €CJIM OHU UCIIBITHIBAIOT

00/IM K CKOBAaHHOCTh B CyCTaBax WU TPYAHOCTH ITPH ABUKCHUU.
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BsanMoaeiicTBHE ¢ IPYTUMH J€KapCTBEHHBIMU

JlaMuBYZIMH HE ClIeJlyeT IPUHUMATh OJJHOBPEMEHHO C MpernapaTaMu, COACPKAIUMH JIAMUBYIHH
WIN SMTPHULUTAONH.
[IpumeHneHue 1aMUBYMHA B KOMOMHAIIUY C KJIAJPUOMHOM HE PEKOMEHyeTCsl.

eTH
B xIMHMYECKHX MCCIIEOBAaHUSAX Yy JETeH, MOITy4aBUIMX JaMHUBYAMH B (opme pacTBopa ajs
npreMa BHYTPh OJHOBPEMEHHO C APYTUMH aHTHPETPOBHPYCHBIMH NpenapaTtamu B (opme
pacTBopa AJis IpUeMa BHYTPh, YaCTOTa CYNPECCHH BUPYCa U HKCIIO3UIUS JaMUBYIUHA B IJIa3Me
KpPOBH OBLIM HUXKE, a PE3UCTEHTHOCTh BUpPYyCa pa3BHUBAJach yallle, YeM Y JIeTeH, MOIy4aBIIuX
npenapatsl B popme TabIEeTOK.
[To BO3MOXHOCTH HEOOXOAMMO HWCIHOJB30BATH PEXKHM AHTHPETPOBHPYCHOW  TeparmuH,
BKJIIOUAIOLIUI Bce mpemnapartsl B popme Tabietok. JlamuBynun B ¢hopMe pacTBopa Juisl mpuema
BHYTpb, MPUMEHSIEMBIH OJHOBPEMEHHO C COpPOHUTON-COACpKAIMMU JIEKAPCTBEHHBIMU
npenapaTamMu, cJelyeT NMPUMEHATh TOJBKO B TEX CIIydasxX, KOTJa HEBO3MOXKHO TMPUMEHEHHE
peXHMa Tepaniy, BKIFOYAIOIIET0 BCE MpernapaTsl B popMe TaOJIeTOK, M KOT/Aa IOJIb3a POBEICHUS
JIeUYeHUs IPEBBIIIAeT BO3MOXKHbBIE PUCKHU, BKIIOUYAasi HU3KUN YPOBEHb cymnpeccuu Bupyca. Cremayer
paccMOTpeTh HEOOXOJUMOCTh Oojiee 4YacToro KOHTpOJs BHpycHOWM Harpysku BUY-1 mpu
OTHOBPEMEHHOM TIPUMEHEHWW JIAMHUBYIWHA C JUINTEIIbHO TPUMEHSIEMBIMH COPOUTOIN-
COJIep KALTIMH TTpeTiapaTaMH.
BinsiHue HA cIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CPeACTBAMH, MeXaHU3MaMH
CriennanpHble UCCIEIOBaHMUS 0 M3YYEHUIO BIUSHMS CpEJCTBA HAa CHOCOOHOCTBH YIPaBISATh
ABTOMOOWJIEM H JABIDKYITUMHUCS MEXaHU3MaMH HE MTPOBOIMINCE. Y YUTHIBast (PapMaKOJIOTHIECKHE
CBOICTBA JIAMHUBY/ITHA, TAKOE BIIMSHUE MaJIOBEPOATHO. TeM He MeHee, ITPH OIIEHKE CITOCOOHOCTH
HalMeHTa yupasisTh aBTOMOOUIIEM/MEXaHU3MaMU CIIeAyeT IPUHUMAaTh BO BHUMaHKE €ro oodiee
COCTOSIHUE, a TAK)KE XapaKTep HeXelaTeIbHbIX PeaKkIuii JaMUBYIMHA.
dopma BbIIIYCKA
TabneTku, NOKPHITHIE MIIEHOYHOU 0060104K0M 150 Mr.
Hna OO0 «Beaghapmy», Poccus
10 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAaKOBKY M3 IUIEHKU MOJUBUHUIXJIOPUIHOW U (OJIBIU
AJTIOMUHHUEBOM NTEYaTHOM JTaKUPOBAHHOM.
10, 20, 30, 40, 50, 60, 70, 80, 90, 100 TabnaeTOoK B OAHKY MOJTMUMEPHYIO W3 MOJUIPOIUIICHA WA
MOJMATUIICHA, YKYIOPEHHYIO HATATMBAEMOW WJIM HaBUHYMBAEMOW KPBIIIKOM MOJMMEPHOW s
JIEKapCTBEHHBIX CPEJCTB U3 MOJIMIIPONIIICHA WU TOJIUITHIIEHA C KOHTPOJIEM MEPBOTO BCKPBITHS
K 0e3 KOHTPOJIS, C YIUIOTHSIOIIUM 3JIEMEHTOM WM 0€3 Hero.

ﬂOHOJ’IHI/ITCJ'II)HO JOIIYCKAC€TCA MCIIOJIB30BaTh BaTy MCIAUIHWHCKYIO THIPOCKOIIMYECKYIO MU
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(MOCNEODBATENBEHOCTE 0004)

aMOPTH3ATOpP.

Ha 6aHKy HaKJIEUBAIOT ATHKETKY CAMOKJICSIIYIOCS.
Kaxnyto Oanky, 1, 2, 3,4, 5,6, 7, 8,9, 10 KOHTYpHBIX STUEHKOBBIX YITAKOBOK C MHCTPYKITUEH 1O

IMPUMEHCHHUIO ITIOMCHIAIOT B ITIAYKY M3 KapTOHA.

Hna OO0 «Beaghapm-My, Poccus

10 TabneTok B KOHTYpHYIO SYEHKOBYIO YIAKOBKY M3 IUICHKH MOJMBUHWIXJIOPUAHON U (posbru
AJTIOMUHUEBOU NIEYaTHOMN JIaKUPOBAHHOM.

1,2,3,4,5,6,7,8,9, 10 KOHTYpHBIX STYEHKOBBIX YIMAKOBOK C MHCTPYKIMEU MO MPUMEHECHHIO
MOMEIIAIOT B TIAYKy U3 KapTOHA.

YciaoBus XxpaHeHust

B 3amunienHom ot cBeTa Mecte mpu Temieparype He Boiie 25 °C.

XpaHUTh B HEIOCTYITHOM I €T MecTe.

Cpoxk rognocTu

3 roga.

He npuMeHsTh 110 UCTEYEHUHU CPOKA TOJHOCTH.

YcaoBus ornycka

OTITyCKaOT MO perenTy.

JlepaaTesib perucTpaliluOHHOIO YA0CTOBEPEeHUs

Poccuiickas ®enepanus

O0111ecTBO ¢ OTpaHUYEHHON OTBETCTBEHHOCTHIO «Bendapm» (OO0 «Bendapm»)

115184, r. Mockga, riep. O3epkoBckuid, 1. 12, atax 1, momerr. |, kom. 9.
IpousBoauTeas/Opranusanus, NPUHUMAIOLIAS NPeTEeH3UH OT MOTPeduTe el

Poccuiickas ®enepanus

OO111ecTBO ¢ OTPaHUYEHHON OTBETCTBEHHOCTHIO «Benpapm» (OO0 «Bendapm»)

Kypranckas 00:1., r. Kypran, npocnext Koncrurymuu, 1. 11

Ten.: +7 (3522) 48-60-00

E-mail: fsk@velpharm.ru

CooOummTh 0 HEXKENATeNbHBIX PeaklusiXx MOXKHO 1o Tenedony +7 (3522) 55-51-80 unu Ha caiire:

www.velpharm.ru, B paznene «[TPOAYKIUS» — «DapmakoHamzop.

nin

IIpousBoauTen

Poccuiickas @enepanus
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OO1IECTBO C OrPAaHHYEHHON OTBETCTBEHHOCTHIO «Bembaﬂ-llfi:i'\:i-;)l %@6@7@%%@1%5} 0004)

r. MockBa, BH.Tep.I. MyHULMINAJAbHBIA OKpyr CuimHo, I. 3eneHorpai, mnpocnekTt I'eHepana
Axnekceesna, 1. 50

Opranuzanus, NPUHAMAKIIAS PETEH3UH 0T MOTpeduTeIei

Poccuiickas @enepanus

OO011ecTBO ¢ OTPaHUYECHHON OTBETCTBEHHOCTHIO «Benpapm» (OO0 «Bendapm»)

Kypranckas 00:1., r. Kypran, npocniexkt Koncrutymum, a. 11

Ten.: +7 (3522) 48-60-00

E-mail: fsk@velpharm.ru

Co00muUTh 0 HEXKENATENBHBIX PEAKIHSIX MperapaTa MOKHO 1o Tenedony +7 (3522) 55-51-80 nnm

Ha caiite: www.brwaygroup.ru, B pazaene «[IPOAYKIUA» — «DapmakoHaazop».
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