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(NOCNEOQCBATENEHOCTE 0004)

NMHCTPYKLUA
10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

JlaMuByIMH
PerncrpanuoHHblii HOMep:
Toprosoe HauMeHOBaHue: JIaMUBYIUH
MexayHapoaHoe HEMATEHTOBAHHOE WM IPYNIIUPOBOYHOE HAUMEHOBaHue: JIaMuByIMH
JlekapcTBeHHas (popma: TaOJICTKU, TOKPHITHIE TUICHOYHOH 000JI0YKOH.
Cocras
1 TaGieTka comepKuT:

eticmeytowee sewjecmeo

JlamuByTMH 150,00 mr
Bcnomozamenvhvie geuecmea

[enmrosio3a MUKpokpucTamuimdeckas tum 102 177,45 mr
Hatpust xpaxmai riauKossT 10,50 mr
Kpemuust 1MoKcu KOJITOUAHBIN 5,92 mr
Hatpus creapundymapat 2,63 mr
Kanbuus creapar 3,50 mr
Obonouxa «Busaxoamy PA-1P-000 (runpomero3sa, 10,50 mr

TUTaHa THOKCH/I, TOJHIEKCTPO3a, TalbK, Makporon-3350)

Onucanme: Kpyriible TBOSIKOBBINYKJIbIE TaOJETKH, MOKPHIThIE MICHOYHOW 000JI04KOil Oenoro
WM oyt Oenoro 1Bera. Ha monepedunom paspese saapo 0er10ro Wiv modTu 0eaoro mBeTa.
dapmakoTepaneBTHYeCKasi TIPyNna: MPOTHBOBUPYCHBIE CPEICTBA CHCTEMHOTO JEHCTBHUS,
IPOTHBOBUPYCHBIE CPEACTBA MPSMOIO JIEHCTBHS;, HYKJICO3UIHbIE U HYKJICOTHIHbIE MHTHOUTOPHI
00paTHOW TPaHCKPUIITA3BI.

Koa ATX: JOSAF05

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Mexanusm deticmsus

JlaMMBYIMH — aHaJOr HYKJIEO3HMJIOB, OO0JAJalOUMil aKTUBHOCTHIO B OTHOIIEHHH BHUpYca
ummyHoaeuiuta yenoseka (BUY) u Bupyca remarura B (HBV). JlamuBynun nonsepraercs
BHYTPHUKIIETOYHOMY MeTaboJIM3My C O0pa3oBaHMEM aKTHBHOTO TPOHM3BOJHOTO — JIAMUBY/IMHA
5’-tpudocdara. OCHOBHOI MeXaHHU3M €ro JAeHCTBHs — OJOKMpPOBaHUE CHHTE3a LEMH B Ipolecce
oOparHoii Tpanckpunimu BHY. Tpudochar obnamaer cenekTUBHOW HMHTHOMpYrOIeH

AKTUBHOCTBHIO B OTHOIIeHWH perutukaimu BUY-1 u BUY-2 in vitro, a Takke aKTHBHOCTHIO B
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aHTaroHucTuyeckue 3G exTsl iN VItro mpu oHOBPEMEHHOM MPUMEHEHHH JIAMUBY/IMHA U IPYTUX
AQHTUPETPOBUPYCHBIX  IpErapaTroB (MCCIEJAOBAaHHBIC BemIeCTBAa: a0akaBHp, IUAAHO3MH,
HEBUPAINWH U 3UJIOBYJIUH).

Pezucmenmuocms

Pesucrentnocts BUY-1 k namuBynuHy 00ycioBlieHa 3aMeHONW aMUHOKUCIOTE M184V BOmM3m
aKTHUBHOTO IIEHTpa BHUpycHOW oOpatHoi TpaHckpuntaszsl (OT). [aHHbI BapuaHT MyTanuu
BCTpEYaeTCs KaKk B YCJIOBUSAX 1IN Vitro, tak u y wuHbuuupoBaHHbix BWY-1 mnammeHToB,
MOJTYYaBIINX aHTUPETPOBUPYCHYIO TEPAIHIO, BKIFOYAOITYIO JaMuByAuH. [Tpu myranmun M184V
3HAYUTEIBHO CHIDKACTCS UYYBCTBUTEIBHOCTh K JIAMHUBYJMHY W YMEHBIIAETCS CHOCOOHOCTH
BUpyca K peluMKaimuu In Vitro. B wucciaemoBanusix in Vitr0 ObUIO yCTaHOBIEHO, 4YTO
PE3UCTEHTHBIE K 3UJOBYJIMHY H30JSATHI BUPYCa MOTYT CTaHOBUTBHCS UYBCTBUTEIBHBIMU K €O
JNEHCTBUIO, €CIIM Y STUX M30JISITOB OJTHOBPEMEHHO Pa3BUBAETCS PE3UCTEHTHOCTh K JAMHUBYIUHY.
OpHaKo KIMHUYECKOE 3HAYCHNE ITUX JTAHHBIX JI0 HACTOAIIETO BPEMEHHU HE OTPEICICHO.

Jlanuble in VItro, kak nmpaBujo, yKa3bIBalOT HA TO, YTO MPOJODKEHHE MPUMEHEHUS JIAMUBYINHA
B COCTaBe AHTUPETPOBUPYCHOM Tepamuu, HECMOTps Ha paszButue myrauuu M184V, moxer
MPUBECTU K MOSBICHUIO OCTATOYHON aHTUPETPOBUPYCHON aKTUBHOCTH (BEPOSTHO, B pe3yabTaTe
YXYIIIEHUS PEIUIMKAaTUBHOM CIIOCOOHOCTH BHpyca). KiuHHMYecKas 3HAauMMOCTh JTHX
pe3yabTaTOB HE YCTaHOBIIEHA. B NMEHCTBUTENEHOCTH, JOCTYITHBIE KIMHUYECKUE TAHHBIE OYCHb
OTpaHUYEHBI M HE MO3BOJISIIOT C/IENaTh OAHO3HAUYHBIA BBIBOJ B 3TOH oOnacTH. B mobom ciydae,
Hayajlo NPUMEHEHHs HYKJICO3HIHBIX HHrHOMTOpPOB o0patHOM Tpanckpunrtassl (HUOT), k
KOTOPBIM BHPYC BCE €IlIe YYBCTBHUTEJCH, BCET/Ia JOJDKHO OBITH 0O0Jiee MPEAIOYTUTENBHBIM, YeM
MPOJIOJDKEHHE TEePANuU JAMUBYAUHOM. TakuM 00pa3oMm, MPOIOIHKEHUE TEPANTK JTAMUBYIUHOM,
HeCMOTpsi Ha mosiBaeHue Mytauun MI184V, cnenyer paccmarpuBaTh TOJNBKO B cilydae
orcyrcTBus Apyrux aktuBHbIx HMOT.

Myrammus OT M184V mnpuBOAMT K pa3BHTHIO TEPEKPECTHOW PE3UCTEHTHOCTH TOJNBKO K
AHTHPETPOBHPYCHBIM TIpenapaTaM Kilacca HyKJICO3UIHBIX HHTHOUTOPOB. 3UIOBY/IMH U CTaByINH
COXPaHSIOT aHTUPETPOBUPYCHYIO aKTUBHOCTh B OTHOIIEHUH mTaMMoB BUY-1, pe3aucTeHTHBIX K
JaMUBYIUHY. AGakaBUp COXpaHsSET aHTHPETPOBHPYCHYIO aKTUBHOCTh B OTHOIIEHUH IITAMMOB
BUY-1, pe3ncTeHTHBIX K JIAMUBYIHHY U OONaqaromuX Toibko Myranueir M184V. IlltamMmmer ¢
mytarueir OT M184V nemoHCTpupyIOT MeHee ueM 4-KpaTHOE CHH)KEHHE YyBCTBUTEIBHOCTH K
JIMJIaHO3HMHY; KJIMHUYECKOE 3HAYCHHME TUX JAaHHBIX HEM3BECTHO. TecThl Ha YyBCTBUTEJIBHOCTh
in Vitro He OBUIM CTAaHJAPTH3UPOBAHBI, M UX PE3YJTAThl MOTYT BapbUPOBATh B 3aBUCHMOCTH OT

METOI0JIOTUYECKUX (PAKTOPOB.
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nepuepuiiHOl KpOBH, Ha YCTOMUYMBBIC JTUMQOLUUTAPHBIE W MOHOIMTAPHO-MaKpodaraibHbIe
KJICTOYHBIE JIMHUU U PSIJl KIETOK-TIPEANIECTBEHHUKOB KOCTHOT'O MO3Ta.

DapmakoKkunemuxa

Bcacvisanue

JlaMUBYZIMH XOpOIIO BCACBIBACTCS W3 JKEIYJOYHO-KHIIEYHOTO TPaKTa, OHOMOCTYIMHOCTD
JaMUBYIMHA Y B3pPOCIBIX IOCIE MpueMa BHYTpb 00br4HO cocTaBisier 80-85 %. Ilocnme mpuema
BHYTpb cpeaHee BpeMs (Imax) AOCTHKEHHMS MaKCHUMajbHOM KOHIIGHTpPALMU JaMUBYAWHA B
ceiBOpoTKe KpoBU (Cmax) cocraBisier okoijo 1 u. Ha ocHOBaHMM JaHHBIX, MOJYYEHHBIX B
UCCJIEJIOBAaHUH C Y4YacTUEM 3JI0POBBIX JOOPOBOJBIEB, NPU NPUEME TEPAIIeBTUUECKON O3B
150 mr nBa pasa B cytku cpeansisi (KB — koaddunuent Bapuanmm) paBHOBECHass KOHIIGHTPAIIUS
Cmax 1 Cmin TaMUBY/IMHA B I1a3Me KpoBH coctasiseT 1,2 Mxr/mi (24 %) u 0,09 mxr/ma (27 %)
coorBerctBeHHO. Cpenusis  (KB) AUC (mnmomanes mon  (apmaneBTHYECKOd — KpUBOMH
«KOHIICHTpAIIUA-BPEMs») B UHTEpBaJIe Mexxay npueMamu 12 4 cocrasisier 4,7 Mxrxu/mi (18 %).
[Tpu TepaneBTrueckoi no3e 300 mMr oauH pa3 B cyTku cpeanue (KB) paBHOoBecHbIE KOHIIEHTpaLlUU
Cmax, Cmin 1 AUC B wmHTepBane Mexay npuemamu 24 4 cocrasimsttor 2,0 mMxr/mi (26 %),
0,04 mxr/ma (34 %) u 8,9 mxrxu/mi (21 %) cOOTBETCTBEHHO.

[Ipriem namMHUBYIMHA BMECTE C MUIICH BbI3BIBACT YBEIMUYCHUE Imax M CHIDKeHUE Cmax (Ha 47 %),
OJTHAKO HE BJIMSET Ha OOIIYI0 CTENeHb abCOpOLMH JTaMUBYAMHA (PACCUMTAHHYIO HA OCHOBAHHUH
senmmurHabl AUC).

He oxxupaercs, 4To nmpreM M3MeNbYeHHBIX TaOJETOK C HEOOJIBIINM KOJIMYECTBOM MOITYTBEpAOH
IUILY WK SKAIKOCTH MOBIMAET Ha (papMaKoIoruyeckre CBOMCTBA MpenapaTa U, ClIe0BaTeNbHO,
Ha  KIUHUYECKUH  dpdexT. DTOoT BBIBOJA OCHOBAaH Ha  (U3UKO-XUMHUYECKUX U
(apMaKOKUHETUIECKHX JaHHBIX TIPU YCIOBUH, YTO MAIUEHT U3METhUACT U CMEIINBACT C THIIEH
win KuAKocThio 100 % TabneTku, U IpUHUMAeT He3aMeNIUTENbHO.

CoBMmecTHOE TPUMEHEHHE 3U0BYIMHA IPUBOJUT K YBEITMUEHHUIO SKCIIO3UIMH 3UI0BYIMHA Ha 13
% ¥ yBEIMYEHUIO MaKCUMAaJbHOM KOHIIEHTpalMU B IIa3Me KpoBH Ha 28 %. DTO sBlieHHE HE
CUMTAETCsI 3HAUUMBIM JUTsI OE30MTACHOCTH TAIIMEHTOB |, CIIE0BATEIbHO, HEe TpeOyeT KOPPEeKIuu
7103.

Pacnpeoenenue

[To nmaHHBIM KIMHHYECKHX WCCIICAOBAaHUI TP BHYTPHUBCHHOM BBEJCHUU CPEIHHA 00BEeM
pacmpeneneHus JIaMUBYIMHA cocTaBisieT 1,3 JI/Kr, a HaOIIOAaeMblid TIEPUOJ] TIOJTYBBIBEICHUS —
5-7 4. CpenHuil CUCTEMHBIN KIHMPEHC JIAaMUBYJIMHA cocTaBisieT nmpubiusurensHo 0,32 n/d/kr,
OOJBIIYI0O YacTh KOTOPOTO COCTAaBJISECT IIOYEYHBIH KIMPEHC Yepe3 CHUCTeMy TpaHCIopTa

opraHu4eckux katuoHos (bomee 70 %).
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JIUarna30He 703 W HU3KYI0 CTCTCHb CBS3BIBAHUS C OCHOBHBIM OCIIKOM IUIa3MBI KPOBU —
anpOymuHOM ( < 16 % - 36 % 1o cpaBHEHUIO C CHIBOPOTOYHBIM aTbOYMHUHOM B HMCCIICAOBAHUIX
in vitro).

OrpaHHYeHHbIC JaHHBIC YKa3bIBAIOT HA TO, 4YTO JIAMUBYIWH IPOHUKACT B IICHTPAJIbHYIO
HEPBHYIO CUCTEMY U CHMHHOMO3roBYIO XKuJkocTh (CMIK). Uepes 2-4 4 mocie nepopaibHOIO
preMa COOTHONICHHE KOHIeHTparwu JiaMuByauHa B CMJK u CBIBOPOTKE KPOBU B CPEIHEM
coctaBisiio npubmmsutensHo 0,12. VMcTuHHAs cTeneHb NPOHWKHOBEHHS, a TaKXKe CBS3b C
KJIMHUYECKOH 3(pPEKTUBHOCTHIO HEM3BECTHBI.

buompancgopmayusn

AxTuBHas (hopMma JJaMUBYJMHA — BHYTPUKJIETOUHBIN JaMuByAnHA Tpudocdar — obnamaer Oomnee
JUTATETIbHBIM KOHEYHBIM TEPHOIOM TONyBbIBeIcHHUS U3 KIETOK (16-19 9) mo cpaBHEHHIO C
NIEPUOJIOM TTOJTYBBIBEICHUS €T0 U3 I1a3Mbl KPoBH (5-7 1). COrNIacHO JJaHHBIM, TOJTY4YEHHBIM y 60
B3pPOCIIBIX 37OPOBBIX JTOOPOBONBICB, (DapPMAKOKHHETHYECKHE TapaMeTphl JIAMUBYIWHA B
PaBHOBECHOM COCTOSIHUM Tpu npueme B 103¢ 300 Mr ouH pa3 B CYTKU SKBUBAJICHTHBI TAKOBBIM
npu mnpueme B go3e 150 mr gBa pasa B cyrku B orHomieHHMHM AUC2 U Chax uis
BHYTPHKIICTOYHOTO JIaMUBYIMHA Tpudocdara.

JlaMUBYTMH TIPEUMYIIIECTBEHHO BBIBOJUTCS B HEM3MEHEHHOM BHJIE IMOYKaMu. MeTabonmmueckue
B3aMMOJICHCTBYS JIAMUBYIMHA C IPYTHMH JICKAPCTBCHHBIMH IPETapaTaMi MaJIOBEPOSTHBI BBUTY
HE3HAYUTeNbHOr0 MeTabonu3ma B neueHu (5-10 %) m HU3KO# cTeneHu CBSA3BIBaHUS C OelKaMu
TJ1a3Mbl KPOBH.

Buigeoenue

B uccnenoBaHusax ¢ ydacTHEM MAalMEHTOB C TIOYEYHON HEAOCTATOYHOCTHIO OBIIO IMTOKa3aHO, YTO
HapylieHne (QYHKIMM TOYeK BIMSIET Ha BBIBEJCHHE JIaMHUBYIMHA. PEKOMEHAYEeMBI pexuM
JIO3UPOBAHUS 7S MALIMEHTOB C KIMPEHCOM KpeaTHHHHA MeHee 50 MII/MHUH TIpHUBENIEH B pasfelie
«Criocob mpuMeHEHUs u JI03b1».

B3aumopeiicTBie ¢ TPHUMETONPHMOM — KOMITOHCHTOM KO-TPUMOKCa3ojla — TPHBOJIUT K
MOBBIIICHUIO AKCIIO3UIIMU JamMuByauHa Ha 40 % mpu NpUMEHEHHH B TEPANEBTUUYECKUX 03aX.
Tem He MeHee, 32 UCKIIOUEHUEM TMAlUEHTOB ¢ MMOYEYHON HEIOCTATOYHOCTHIO, KOPPEKIIUS 03I
He Tpedyercs. CiieyeT TmaTeabHO OIIEHUBATh BO3MOXKHOCTH OJTHOBPEMEHHOTO MPHUMEHEHHS KO-
TPUMOKCa30J1a C JJAMUBYIMHOM Yy TIAIIMEHTOB C TIOYEYHON HEIOCTATOYHOCTHIO.

Ocoovle epynnbl nayuenmos

Jemu

AOcomoTHass OMOJOCTYMHOCTh JaMHuBYAMHa (mpumepHo 58-66 %) Obuta Huke U Oonee

BapuabenpHa y aerert muamme 12 mer. Ilpuwem namuBynunHa y nereid B (opme TabneTox
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obecrieunBan Oosiee Bbicokue 3HaueHHs AUC, n Cmax TaMHByAMHa B IUIa3M€ KPOBU II0
CpPaBHEHHMIO C PAacCTBOPOM JJsl TMpHEMa BHYTPb, NPUHUMAEMbIM OJHOBPEMEHHO C JPYIHMMHU
aHTUPETPOBUPYCHBIMHU IpernapaTaMu B (opMe pacTBopa Uil IIpUeMa BHYTpb. Y JeTei,
[OJYyYaBIIMX JIAMUBYIMH B (oOpMe pacTBopa /i INpUeMa BHYTPb B COOTBETCTBHU C
PEKOMEH/IOBAaHHBIM PEKUMOM JO3MPOBaHUS, ObUIa JIOCTUTHYTa SKCHO3HMIMS JIAMUBYJMHA B
IUJ1a3Me€ KPOBH, 3HAYEHMsI KOTOPOH HAaXOIWIMCh B JUala3oHe, IIOJYYEHHOM Yy B3POCIBIX
NalMeHTOB. Y JeTeil, NpUHMMAaBIIMX JaMHUBYIAMH B (opMe TableTOK B COOTBETCTBUU C
PEKOMEH/I0BAaHHBIM PEXXHMOM JO3MPOBAHUSA, SKCIO3ULMS JAMUBYAMHA B IUIa3Me KPOBU OblIa
BBIIIIE, YeM Yy JeTed, NPUHUMABIIUX JIAMUBYIWH B (opme pacTtBopa Ui TIpuemMa BHYTPb,
MOCKOJIBKY TIpU TIpUEME Ipernapara B GopMme TabJIeTOK MAIMEeHTHI MOJydaroT OoJiee BBHICOKHE
JI03bl B IlepecyeTe Ha MI/KI Macchl Tejla, U JaMHUBYAMH B (opMe TabJIETOK XapaKTepU3yeTcs
Oosee BBICOKOW OMOAOCTYHHOCThIO. MDapMaKOKHHETHYECKHE HCCIIECIOBAHUS TMPUMEHEHUS
JaMUBY/WHA Yy eTeil B popmMe pacTBopa Ul IpreMa BHYTPh U B (hopMe TabJIeTOK IMOKa3aiH, YTO
IpUEeM Ipernapara OJIMH pa3 B CyTKH 3KBHBaJIeHTEH 1o nokazarento AUCo.24 mpuemy npemnapara
JIBa pa3a B CYTKU IIpUM OJAMHAKOBOW oOmieil cyrouHoi npo3e. [laHHble 1O (apMaKOKHMHETUKE
npenapara y JieTeil B Bo3pacte Miajie 3 MecsIeB OrpaHUYeHbl. Y HOBOPOXKJIEHHBIX Ha NEPBOM
HeJene KU3HU KIMPEHC JJaMUBYIMHA TIPU TIpUeMe BHYTPb ObUT CHHYKEH 0 CPAaBHEHUIO C JIETbMHU
OoJee cTapiero BO3pacTa, BEpOATHO, BCIEACTBUE HE3PEIOCTH BbIICINTEIBHON (YHKIIUU OYEK
U HEIOCTOSIHCTBA TMOKazaTtesiel abcopOuuu. Takum oOpa3oM, sl JOCTHXKEHHUS SKCIIO3UIIUH,
CXO/JHOM € TaKkoOBOM Yy B3pOCHBIX M JE€TeH, PEKOMEHJOBAaHHAs J03a A HOBOPOXKICHHBIX
COCTaBIISIET 2 MI/KT J[Ba pa3a B CyTKH. JlaHHBIE 110 MPUMEHEHUIO TIpenapaTa y HOBOPOKICHHBIX B
BO3pacTe crapuie | Hefemu OTCYTCTBYIOT.

Tayuenmor nodxcunozo eospacma

JlanHble 1o (hapMaKOKMHETHKE JJaMMBY/AMHA Y TAIIMEHTOB CTapIie 65 T OTCYTCTBYIOT.
Iayuenmol ¢ napywenuem @yHKYuu novex

VY mamnueHToB ¢ HapymieHHeM (DYHKIMHM TOYeK KOHIIEHTpAIUs JIAMHUBYIWHA B IIa3Me KPOBU
(AUC) moBbllIeHa BCJIEACTBUE CHIDKEHHOTO KIHMpeHca. TakuMm o0pa3oMm, NalueHTaM ¢
KJIMPEHCOM KpeaTHHHHA MeHee 50 MJI/MUH He00X0IMMO YMEHBIIEHUE J103bI JJAMUBYIUHA.
THayuenmol ¢ napywenuem yHkyuu nevenu

JlaHHBIE O IIPUMEHEHWH JIAMHMBYJMHA Yy MAalMEHTOB CO CpPEOHEH M TSHKEIOH CTENEeHbIO
HapylmeHus (QyHKIUM TEYEHH CBUIETEIbCTBYIOT O TOM, YTO HapylleHHe (DYHKIUH TMEeYeHU

CYIICCTBCHHO HC BJIMACT HA (I)apMaKOKI/IHCTI/IKy JJaMHUBYJUWHA.
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bepemennocmo

dapMaKOKHMHETHKA JJAMUBYIMHA TIPU OEPEMEHHOCTH HE OTIIMYAETCS OT €ro (papMaKOKMHETHKH B
ciydae OTCyTCTBUSI OepeMeHHOCTH. KOHIIeHTpalus JaMuBYIMHA B CBIBOPOTKE KPOBH JIeTeH MpH
pOXJieHUH Oblja aHAJOTMYHA TAKOBOH B CHIBOPOTKE KPOBU MaTepu M ITyIOBUHHOM KPOBU Ha
MOMEHT PpOAOPA3PEIICHUs, YTO COIIACYEeTCS C JAHHBIMH O IIaCCUBHOM IIPOHUKHOBEHUU
JaMHUBYJIMHA Y€PE3 IUIALIEHTY.

IToxa3anusi K NPpUMeHEHHIO

Jleuenne BUY-undexknuu B cocraBe KOMOWHHUPOBAHHON aHTUPETPOBUPYCHOM TEpaNuH Yy
B3POCJIBIX U JCTEH ¢ Maccoi Tena 6omee 25 Kr.

IIporuBonokaszanus

[ToBbilIEHHAs! YyBCTBUTENIBHOCTD K JIAMUBYIMHY WJIN JTF0OOMY IpYrOMYy KOMIIOHEHTY IIpernapara.
Jletu ¢ Maccoii Tena MeHee 25 Kr (111 JaHHOW JIEKapCTBEHHOM (YOPMBI U I03UPOBKH).
Hapymenue ¢yHKuMuM mnodek npu KiupeHce KpearuHMHa MeHee 30 Mu/MMH ([Uid JaHHOU
JIEKapCTBEHHOM (POPMBEI).

IIpumeHeHnne npu 6epeMEHHOCTH M B NEPHO/ TPYIHOT0 BCKAPMJINBAHUS

bepemennocmo

Kak npaBuiio, npu OpUHATHM pelIeHUs 00 MCIOJIb30BaHUM AHTHPETPOBUPYCHBIX IpEnapaToB
quist nedyeHuss BUY-undexkunn y 6epeMeHHbIX KEHIIUH U, KaK CIeACTBHE, AJIsl CHUKEHUSI pUCKa
BepTUKanbHOM mnepeaaun BUY-uHpekuun HOBOPOXKIEHHOMY, CJENYyeT YUWUTHIBaTh JaHHBIE
UCCIICIOBAaHUI Ha JKMBOTHBIX, @ TaKXXe KIMHUYECKUH ONBIT NPUMEHEHUs y OepeMEeHHBIX
JKEHILHH.

HccnenoBanust 1Mo NPUMEHEHHUIO JIAMUBY/AMHA Yy JKUBOTHBIX IIOKa3aJd YBEJIUYEHHUE DaHHEU
AMOpPUOHANILHOM CMEPTHOCTH y KPOJMKOB, OJHAKO Yy KpbIC JNaHHBIM 3¢ddexT He Halmromaics.
bbUI0 ycTaHOBIIEHO, YTO y YEJIOBEKA BO3MOXKHA IIepeiada JJaMUBYIMHA Yepe3 MIIAlCHTY.

VY GepeMeHHbIX >KEHIIMH, MOJIy4aBIIUX JaMUBYAUH, 6oaee 1000 ncxomoB GEpeMEHHOCTH MOCTe
NpPUMEHEHUsS BO Bpems mnepBoro Tpumectpa u Oosnee 1000 ncxonoB OepeMEHHOCTH MOCTeE
IPUMEHEHHUS BO BpeMsl BTOPOTO U TPETbET0 TPUMECTpa JAEMOHCTPUPYIOT OTCYTCTBHE
Malib(hOPMAaTUBHOTO U (eTaIbHOr0/HEOHATAILHOTO BO3JeCTBUA. JlekapcTBEeHHBIN mMpenapar
JlaMMBYIMH MOXXHO TMpPHHHMAaThb BO BpeMs OEPeMEHHOCTH B Cilydyae KIMHHUYECKOM
HeoOxoaumocTu. Ha OCHOBaHMHU JOCTYMHBIX JAAHHBIX MOJKHO CH€NaTh BBIBOJ O TOM, YTO INPHU
NPUMEHEHUH JTaMUBYMHA Y YeJIOBEeKa PUCK BPOKIEHHBIX IMATOJIOIMI MaJTOBEPOSTEH.

Jns BUY-uHQUUIMPOBAaHHBIX JKEHIIMH C KO-MH(EKIMeW BHUPYCOM TIelaTUTa, MOJyYarolux
TEpanuio JIAMUBYIMHOM, B ClIy4ae HAcTyIUJICHHs OEpeMEHHOCTH CIIeAYeT YYUThIBATh

BO3MOXHOCTB p€HAMBaA I'€IIaTUTA ITOCJIC IPEKPAIICHUA MPUMCHCHUA JIaMUBYIWHA.
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(NMOCNEOOBATENEHOCTE 0004)

Mumoxonopuanvras ouchynkyus

B uccaenoBanusix in Vitro u in vVivo ObUI0 POJEMOHCTPUPOBAHO, YTO aHAJIOTH HYKJICO3HIIOB U
HYKJICOTH/IOB CIIOCOOHBI BBI3BIBATh IMOBPEKICHUS MUTOXOHIPUH pa3iauyHOW creneHu. bpum
3apErUCTPUPOBAHBI COOOIICHNUS O MUTOXOHIPHUAIBHON MUCHYHKIUHN Y JETeH, MOABEPraBIINXCs
BO3/ICIICTBUIO aHAJIOTOB HYKJICO3UI0B BHYTPUYTPOOHO W/WIIH B IOCIEPOAOBOM MEPUOJE.

Ilepuoo epyonozo eckapmausanus

[Tocne mnpuema BHYTpPh JaMHUBYIUH BBIICIAETCS B TIPYJHOE MOJOKO B KOHLEHTPALHUSX,
AQHAJIOTMYHBIX KOHIIGHTpalusM, OOHapyXEHHbIM B CBIBOPOTKE KpoBH. Ha ocHoBaHumM
pe3ynbpTaToB HcciaenoBanus Oonee 200 map «MaTh/peOEHOK», TMOJydaBIIMX Tepanuio BUU-
UHQEKINH, KOHIICHTPAIUs JJAMUBYHHA B CBIBOPOTKE KPOBH JIETEH, HAXOIAIINUXCS HA TPYAHOM
BCKapMJIMBaHUH y Martepel, moiy4yaBmux Tepanuio BUY-undeknun, odenp Hu3ka (< 4 % ot
KOHIIEHTPAIlUU B CHIBOPOTKE KPOBU MaTEpH) M MOCTEIIEHHO YMEHbINAETCS 10 HEOMPEAeIeMOro
YPOBHSI MpU JOCTHXKEHUM TPYAHBIMH J€TbMH 24-HenenbHOro Bo3pacra. JlaHHble 10
0€30MacHOCTH MPUMEHEHUs JIAMUBY/IMHA Y JIeTell Miajlie Tpex MecdAleB orcyrcTByror. BIY-
UHQHUIMPOBAHHBIM KCHIIMHAM HU TPU KaKUX OOCTOSITEIHCTBAX HE PEKOMEHAYETCS MPOBOJIUTH
rpyAHOE BCKapMIIMBaHKE BO n30exanue nepenaun BUY pebenky.

Depmunbnocmon

Pe3ynbTathl nccnenoBaHuil Ha JKUBOTHBIX MOKA3aJM, YTO JIAMUBYIMH HE OKa3bIBAaeT BIUSHUE HA
(bepTUIBHOCTD.

Cnocod npuMeHeHHus U 103bl

IIpenapar JlaMuBYIMH [OJOKEH HAa3HAYaThbCs BpPavyoM, HMEIOIIMM ONBIT JedyeHus BHUY-
MH(EKINH.

[Tpenapat JlaMuByiMH NPUHUMAIOT BHYTPb BHE 3aBUCUMOCTH OT MpHEMa MUILH.

s oGecrieyeHHs TOYHOCTH JTO3UPOBAHUS IperapaTa TabJeTKH PEKOMEH]IyeTCsl POTIaThIBaTh
HOJHOCTBhIO, 0€3 u3MenbyeHus. JlIs NalMeHTOB, KOTOpbIE MCIBITHIBAIOT TPYIHOCTH C
IporyiaTbIBaHUEM TabJEeTOK, Mpe/lHa3HaueHa JieKapcTBeHHas (hopMa JTaMHUBYAMHA - pacTBOP AJIs
npueMa BHYTpb. B KadecTBe ajbTepHATUBBI JOMYCKAaeTCs M3MelbueHUE TalJeTOK C
MOCJEAYIONMM TIepEeMEIIMBaHNEeM C HEOOJBbIIUM KOJIMYECTBOM TMOJYTBEPAOW MHIIM HIU
KHUJIKOCTH, TPU STOM TOJIYYEHHYIO CMECh HEOOXOIUMO MPHUHATH BHYTPb IOJHOCTBIO H
He3aMeUIUTEIbHO.

[Ipu mepexoze OT pexuma MpueMma JBa paza B CYTKH K PEXKHUMY OJMH Pa3 B CYTKH CIEAyeT
IIPUHSTH NIEPBYI0 PEKOMEHAYEMYIO OJIHOKPATHYIO /103y IPUMEPHO Yepe3 12 4 mocie nocaeaHen
NPUHATOM J03bl 1O PEXHUMY JIBYKpPAaTHOIO MpHEMa, a 3aTeM NpoJI0JDKAaTh MPUHUMATH

PEKOMEHYEMYIO OJTHOKPATHYIO 103y NpUMEPHO Kaxkabie 24 4. [Ipu Bo3Bpare kK pexxumy npueMa
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JIBa pa3a B CYTKH CIIEIYET MPHUHSATH MEPBYIO peKOMeHﬁ%l_ilfl:;ﬂgEl%ng%g Ep@k(ﬁﬂ%'f Mgg%}oro

preMa IpUMEpPHO uepe3 24 4 noce nocieJHEN NPUHATON OHOKPATHOM J03bI.

B3pocnvie u 0emu ¢ maccoii mena ne menee 25 ke

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

Ocoovle epynnbl nayuenmos

Tlayuenmui nodxcunozo eospacma

JlanHble 1O MPUMEHEHHIO JAMHUBYJIUHA Yy ATOW KAaTErOpUM MAIlMEHTOB OTCYTCTBYIOT, OJHAKO
clenyeT coOoaaTh 0CO0YI0 OCTOPOKHOCTH MPH MPUMEHEHHUHU Tperapara y TaKuxX NalleHTOB B
CBSI3W C BO3PACTHBIMH M3MEHEHUSMH, TAKUMH KaK yXyZlIeHHe (YHKIMH TMOYEK W M3MEHEHHE
MOKa3aTeyiel KPOBH.

Tayuenmsi ¢ HapyweHuem @yHKyuy novex

VY nanueHToB ¢ HapylieHueM (YHKIMH T[MOYEK CpelHed M TSKENION CTEeNeHH KOHIEHTpalus
namuByavHa B 1azMe KpoBu (AUC) moBslieHa BCIIEACTBHE CHIDKEHHS KimpeHca. [loatomy y
NAIMEeHTOB C KIUPEHCOM KpeaTnHUHa MeHee 30 MII/MUH NpUMEHEHHE JIAaMUBYIMHA B (Qopme
TabJIETOK MIPOTHUBOMOKA3aHO.

Pexomenoayuu no noobopy 003wl y 63pocavix u demell ¢ MAccol mena He meHee 25 ke

Kimmpenc kpearnanna IIepBas no3a [TopnepxuBaromas no3a
(M51/MURH)
Ot 30 o 50 150 mr 150 Mr oguH pa3 B CyTKu
Menee 30 [TpoTrBOMOKa3aHO (U1 JAHHOM JeKapCTBEHHOM (HOpMBI)

Iayuenmol ¢ Hapywenuem Qyukyuu nevenu

JlanHble, MOJTy4YeHHbIE Y MAIMEHTOB C HapylleHHeM (YHKUIUU NEYEHU CPEeIHEH M TAXKeIon
CTETEeHH, MOKA3bIBAIOT, YTO MUCHYHKIIMS TEUYEHH HE OKAa3bIBAaeT CYIIECTBEHHOE BIIHMSHHE Ha
dbapMakOKMHETHKY JTamMUByIuHA. Mcxoas W3 ATHX NaHHBIX, A7 TAIlMEHTOB C HapyIICHHEM
(GYHKITUH TTIEYSHU CPEAHEH U TSHKEIION CTEIEHU KOPPEKITUS 03Bl He TPeOyeTCs, 32 HCKITFOUESHUEM
CIIy4aeB, KOT/Ia HapyIIeHHe (QYHKITUU TICYSHU COIIPOBOXK/TACTCS HapyIIeHHEeM (YHKITUHU TIOYCK.
ITo6ouHoOE HelicTBHE

OnucaHHble HIDKE HEXeNaTelnbHbIE peaKlMd OTMeYanuch mpu JeueHun BUY-undexuun
J'IaMI/IBYHI/IHOM.

He)KeJIaTeHBHBIC peaKHI/II/I, KJ'IaCCI/I(bI/IHI/IPOBaJ'II/ICI) KaK CBs3aHHBIC WJIN BO3MOXHO CBS3aHHBIC C
Tepanuel JaMUBYTUHOM, IIEPEUUCIICHBI HIKE B COOTBETCTBUU C TIOPAKEHUEM OPTaHOB M CHCTEM
OpraHOB M YACTOTOH BCTpeyaeMoCTH. YacToTa BCTPEUYaEMOCTH OIpPENeseTcs] CIEAYIOIUM

obpaszom: oueHb yacto (> 1/10), gacro (> 1/100, < 1/10), mewacro (> 1/1000, < 1/100), peaxo
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(> 1/10000, < 1/1000), ouenp penko (< 1/10000). B Epezreﬁgx]mgm%mero&m qarc'irOTLI

HE)KeJIaTeJIbHbIE peaKLUU IIPEICTaBICHbI B IOPSIIKE YObIBAHUS CEPbE3HOCTH.

YacToTa BCTPEYaeMOCTH HeKeJIaTeJbHbIX PeaKiuii

Hapywenus co cmoponsl Kpoeu u 1umpamuieckoii cucmemol

HeuacTo: HeliTponieHus U aHeMus (MHOT/Ia B TSDKEIOW opMe), TPOMOOIIMTOTICHHS.

OdeHb peKo: UCTUHHAS 3PUTPOLUTAPHAs aIuIa3Hsl.

Hapywenua memabdoausma u numanus

Yacro: rumnepiakrareMusl.

OdeHb peaKo: JTaKTOAIHI03.

Hapywenusa co cmoponsl HepeHOIL cucmemul

Yacro: ronoBHas 001k, 0ECCOHHMIIA.

Ouenb peako: nepudepudeckas HelponaTus, B TOM YUCIIE APECTE3HH.

Hapywenus co cmoponsl 0bIXameabHoll CUcHembl, 0P2AH08 ZPYOHOU KNeMKU U CPe0O0CHm e U
Yacro: xaiienp, Ha3albHbIE CUMIITOMBI.

Kenyoouno-kuwieunvie napyuienus

Yacro: TONIHOTA, pBOTA, OB WK CHIA3MBbI B )KUBOTE, TUAPES.

Penko: maHkpeaTuT, MOBBIIIEHNE AKTUBHOCTH CHIBOPOTOYHOMN aMHJIa3bI.

Hapywenusa co cmoponst neuenu u jcenuegule00auux nymeil

Heuacro: TPaH3UTOPHOE MOBBILLICHHUE AKTUBHOCTH MIEYEHOYHBIX (bepMeHTOB
ananuHamuHoTpaHcdepassl (AJIT), acnapratamunorpancdepasst (ACT).

Penxo: renarur.

Hapywenusa co cmoponst Koxcu u nOOKOHCHBIX MKAHeE

YacTo: CBIIb, aJIOIEIH.

Penko: aHTHOHEBPOTUYECKHUI OTEK.

Hapywenua co cmoponsl ckenemHuo-molile4HOll U COCOUHUMENbHOU MKAHU

Yacro: apTpanrusi, MpIllI€YHbIE HAPYILIEHUS.

Penko: pabmoMuonms.

Obuwgue napywienusn u peakyuu 6 mecne 66e0eHUs

YacTo: 4yBCTBO yCTAJIOCTH, HEAOMOTaHUE, JINXOpaIKa.

3aperucTpupoBaHbl Cllyyad pa3BUTHUS OCTEOHEKPO3a, B YAaCTHOCTH, Yy IallUEHTOB C
oOuienpru3HaHHbBIMU (aKTOpaMu pHUCKa, Ha HpoABuHyTOM cramuu BUYU-undexunn wam npu
JUINTENIbHOW KOMOMHMPOBAHHOW aHTHUPETPOBUPYCHOM Tepamuu. YacToTa BCTPEUaEMOCTH ITOTO
SIBJICHUS HEM3BECTHA.

Bo Bpems mpoBeneHHsI aHTUPETPOBUPYCHOU TEpamuH MOXKET OTMEYaThCs YBEIUYEHUE MacChl

TEJIa, a TAKXKEC MOBBIICHUEC KOHIUCHTPAIWU I'NNIFOKO3bI U JIMIIMIO0B B KPOBHU.
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MY OTYETY

KOMOMHHMPOBAaHHOW AHTUPETPOBUPYCHOM TepanmuM BO3MOXKHO pPAa3BUTHE BOCIAJIUTEIHLHON
peakuuu Ha (pOHE OECCHMITOMHBIX OINIMOPTYHUCTHYECKMX HH(EKUMH MIM HUX OCTATOYHBIX
SBJICHHM. AyTOMMMYHHBIC 3a0oieBaHus (Takue Kak OoJyie3Hb ['peliBca M ayTOMMMYHHBIN
renaTut) Takke HaOmoJanuch Ha (OHE BOCCTAHOBJICHUS HMMYHHMTETa, OJIHAKO BpeMs
NEPBUYHBIX MPOSIBIICHUH BapbUPOBANO, U 3a00JIeBaHIE MOTJIO BO3HUKATh Y€PE3 MHOTO MECSIIEB
1ocjie Hayasua Tepanui.

Memu

669 nereli B Bo3pacte oT 3 MmecsueB 1o 17 ner, nunumupoBanasix BUY-1, koTopeie momydanu
abakaBup W JIAMUBYAMH OJUH WIM JIBa pa3a B CYTKH, IPUHUMAJIM y4acTUE B HCCIEIOBAHUU
ARROW Trial (COL105677). Y maiueHToB IETCKOr0 Bo3pacrta, MPHHUMABIIUX MIpenapar oJauH
WIK JBa pa3a B CYTKH, HE OBUIM BBISIBICHBI JOIMOJHUTENbHBIE MPOOJIEMBI, CBSI3aHHBIE C
0€30MacHOCTbHIO, IO CPABHEHUIO CO B3POCIBIMU MAIUEHTAMH.

Ilepeno3upoBka

Cumnmomot

JlocTynHbl OTrpaHHYEHHBIE JaHHBIE O TOCJIEICTBUSX OCTPOM MEPEAO3UPOBKU JAMHUBYIUHA Y
yenoBeka. Cilydad JIeTalbHOIO MCXOJa HE YCTAHOBJICHBI, COCTOSHUE BCEX IAlMEHTOB
HOopManu3oBasioch. Kakue-nmnbo cnenudpuyeckre MPU3HAKU WIM CHUMITOMBI IE€PEI03UPOBKU
JaMHUBY/JIMHA HE BHISIBJICHBI.

Jleuenue

B ciydae nepeno3uMpoBKM ClEeIyeT KOHTPOJIMPOBATh COCTOSIHME IallMeHTa H, 10
HEOOXOJUMOCTH, TPOBOJUTH CTaHAAPTHYIO MOAJEp)KUBawoIlyr0 Tepanuto. [lockonbky
JAMHUBYJIUH BBIBOJAWUTCS M3 OpraHU3Ma C IOMOIIBIO JWalIu3a, JAJs JICYEHUS Mepeo3UpOBKU
BO3MO>KHO NTPUMEHEHHE HENPEPHIBHOIO T'€MOAMAIN3A, OJHAKO CIIELMAIbHBIE UCCIIEN0BAaHUS HE
IIPOBOAMIINCE.

B3aumopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CPeACTBAMU

HccnenoBanust JIeKapCTBEHHBIX B3aWMOJAECUCTBUN OBLIM MPOBEACHBI TOJIBKO C YYacTHEM
B3POCJIBIX AI[UEHTOB.

Metabonnueckoe B3aUMOJCHCTBUE JaMHUBYAMHA C JIPYTMMH IIpernapataMd MaJIOBEpOSITHO B
CBSI3M C €r0 HE3HAUUTEIbHBIM METa00IM3MOM, OIPaHUYEHHBIM CBSA3BIBAHUEM C OEJIKaMM I1J1a3Mbl
KPOBH U MPAKTUYECKH MOJHBIM BBIBEIEHUEM Uepe3 OYKH B HEU3MEHEHHOM BHJIE.
OnHOBpeMEHHOE MpHMEHEHHEe KOMOWHAIMKM TPUMETONpPUM + Cyib(paMeToKkca3oil B J03€
160 mr + 800 mMr (Ko-TpMMOKCA30J1) MPUBOAUT K TOBBIIICHUIO SKCIO3UIMM JIAMUBYAMHA Ha
40 %, yTo 00YCIOBIECHO HAIMYMEM TPUMETONPUMA; HAIUYHUE CYIh(aMEeTOKCa30/1a HE OKa3bIBAET

BJIMSIHHA Ha (bapMaKOKI/IHeTI/IKy JJaMUBYJWHA. O,HHaKO, 3a UCKIIIOYCHHUEM ITallUCHTOB C MMOYCYHOMN
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Y OTYETY

BIMSHAE Ha (PapMaKOKMHETHKY TpPHUMETONpUMa WM cylbhameTokcazona. B cimywae, korma
OJIHOBPEMEHHOE IIPUMEHEHHUE KO-TPUMOKCA30Jla SIBJISETCS OIPAaBJAHHBIM, NAI[UEHTH! JOJIKHBI
HAXOJUTHCS TOJ KIMHUYECKUM HabmoneHuem. Crenyer u3beratb COBMECTHOIO NMPUMEHEHUs
JaMHUBYJMHA C KO-TPHUMOKCA30JIOM B BBICOKMX J103aX JUISl JICYCHHs] MTHEBMOHUU, BBI3BAHHOU
Pneumocystis jirovecii, u Tokcoruiazmosa.

CnenyeTr yuuThIBaThb BO3MOXKHOCTh B3aUMOJEHCTBHS JaMHMBYJUHA C JPYTMMHM OJJHOBPEMEHHO
MPUMEHSIEMbIMU JICKaPCTBEHHBIMH IperapaTamMu, B OCOOEHHOCTH C TEMHU, Y KOTOPHIX OCHOBHBIM
MEXaHM3MOM BBIBEJICHUS SIBJISICTCS aKTHUBHAS KaHAJIbIEBasi CEKPELHs Yepe3 CUCTEMY TpaHCIopTa
OpraHMYECKUX KaTUOHOB (Hampumep, TpumeTonpum). Jlpyrue [nelCTBYyIOIIME BeElLECTBA
(Hampumep, paHUTHAMH, LUMETHAMH) JUIIb YaCTUYHO BBIBOAATCA C MOMOIIbIO YKa3aHHOI'O
MEXaHM3Ma U HE B3aHMOJCHCTBYIOT C JIaMUBYAUHOM. AHAJIOTH HYKJICO3UAOB (HampHUMep,
TUAAHO3UH, 3HUJIOBYJUH) HE BBIBOJIATCA TIOCPEACTBOM JAaHHOTO MeEXaHM3Ma, M UuX
B3aMMOJIEHCTBHE C JIAMUBYJAMHOM MaJIOBEPOSATHO.

[Ipy 0HOBPEMEHHOM NPUMEHEHUH JIAMUBYJMHA M 3UJOBYAMHA HAOJIOJAETCSI YMEpEHHOE (Ha
28 %) yBenuuyeHne Cmax 3MIOBYIMHA B IJIa3Me KpOBH, mpu 3ToM obmmas skcrosuims (AUC)
CYIIECTBEHHO HE U3MEHsETCS. 3UOBYANH HE BIUSET Ha (DapMaKOKWHETUKY JIAMUBY/IMHA.
[Ipenapat JlaMmuByuH He cieyeT MPpUHUMATh OJHOBPEMEHHO C APYTUMU aHAJIOraMM LIUTUINHA,
TaKUMM KaK SMTPULIUTAOMH, B CBSI3U C €ro CXOJCTBOM C JaHHBIMHU IpemnapaTamu. Kpome Toro,
npenapat JlIaMuBYIMH He clleAyeT MNpUHUMATh C JIOOBIMM JIPYTHMH JIEKapCTBEHHBIMU
npenapaTamu, Coep KalliM1 JaMUBYIUH.

In vitro namuBYyIMH HMHTHOMpYET BHYTPUKJIETOYHOE (ocHopuIMpoBaHHE KIAAPHOUHA, UYTO
o0ycllaBIMBaeT NOTEHUUANbHBIA pPHUCK TOTepH dSPPEKTUBHOCTH KiIagpuOMHA B clydae
KOMOMHHUPOBaHHUA B YCIOBHMAX KIMHUYECKON mNpakTHKU. HekoTopble KIMHUYECKUE JaHHbIE
TaKXe MOJTBEP)KJIA0T BO3MOXKHOCTh B3aMMOJEHCTBHS MEXIY JAMHUBYJIMHOM U KJIQAPUOMHOM.
[ToaToMy OTHOBpEMEHHOE NMPUMEHEHHUE JJAMUBY/IMHA U KJIaIJpuOUHa HE pEKOMEHI0BAHO.
[Mutoxpom CYP3A He BOBIIeYeH B MeETa0OIHM3M JIAMHUBYJIWHA, MOITOMY B3aUMOJICHCTBUE C
JIEKapCTBEHHBIMM TIperapaTaMM, KOTOpble METa0OJM3UPYIOTCA 3TOH cucTeMoil (Hampumep, ¢
UHTUOUTOpPAMHU MIPOTEa3bl), MAIIOBEPOSITHO.

OnHoBpeMeHHOE TpUMeHeHHe pacTBopa copouTona (3,2 r; 10,2 r; 13,4 1) ¢ OAHOKpATHON 10301
namuBynuHa 300 mr B ¢Qopme pacTtBopa s HpuUeMa BHYTPb Y B3POCHBIX 3I0POBBIX
JO0OPOBOJIBIIEB MPUBOJIMIIO K J10303aBUCHMOMY CHMKEHUIO 3Kkcro3uimn JamuByanHa (AUC.) Ha
14 %, 32 % u 36 % u Cmax namuBynuHa Ha 28 %, 52 % u 55 %. Ilo BO3MOXHOCTH clenyeT
n30eratb OJHOBPEMEHHOTO0 NMPUMEHEHHUs JIAaMUBYAMHA M COPOMTON-COAEPIKAIUX IpPErnapaTos,

Tu00 CIIeTyeT PacCCMOTPETh BO3MOKHOCTh 00Jiee YaCTOro KOHTPOJII BUpyCcHOU Harpy3ku BUU-1
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IIpenaparos.

Oco0ble ykazanus

IIpumenenue npenapara JJaMuByIuH B KaueCTBE MOHOTEpAIUU HE PEKOMEHIYETCSI.

Hapywenue ¢pynkyuu nouex

Y manweHToB ¢ HapylieHHeM (QYHKIMH TMOYEK CPEeTHEH M TSHKEION CTENeHW KOHIICHTPAIUS
JamuByauHa B mazme KpoBu (AUC) moBblilieHa BCIICACTBUE CHUYKCHUS KIIUPEHCA JIAMUBY/IMHA,
M03TOMY TaKUM HaIleHTaM TPeOyeTcs KOPPEKIHs 103bI.

Tpouinasa nykneo3uonas mepanus

bbuin mosyueHsl COOOIIEHHS O BBICOKOW YacTOTE CIIy4aeB BHMPYCOJIOTMYECKONM HEynauu u
BO3HUKHOBEHUHW PE3UCTCHTHOCTH HA PaHHEM 3Talle MpH MpUEME JIAMUBYAWHA B KOMOWHAIIUU C
TeHO(OBHpa AU3OMPOKCUIA PyMapaToM U abakaBUPOM, a TakKe ¢ TeHO(OBHUpa AUIOMPOKCHUIIA
dbymapaToM U AUIaHO3UHOM B PEKHUME OJIMH Pa3 B CYTKHU.

Onnopmynucmuyeckue ungexyuu

Y nauveHToB, nNoayyammMx npemnapar JlaMHBYIMH WM APYTHE aHTUPETPOBUPYCHBIE
mpenapaTsl, MOT'YT Pa3BUThCS OMIMOPTYHUCTHUECKHE HHPEKIUU WU Ipyrue ocinoxkHenus BUY-
MH(pEKIHUH, TO3TOMY MAIlMEeHTHI T0OJDKHBI HaXOJUThCS MO THIATeNbHBIM Ha0II0IEHUEM BpaueH,
MMEIOIIHX OTBIT JeueHus narueHToB ¢ BUU-acconnnpoBanHbIMU 3a00JI€BaHUSIMU.
Ilankpeamum

OnucaHbl peKue Cilydau pa3BUTHS MAaHKpeaTHTa MpU MPUMEHEHHUU JIaMHBYJIWHA. OJHAKO HE
YCTAaHOBJIEHO, BBI3BAHO JIM O3TO OCJIO)KHEHHME JIEMCTBUEM JIEKAPCTBEHHOIO Mpenapara WIU
ABJIIETCSL CIIEJICTBUEM OCHOBHOro 3a0osieBanuss — BUY-undexuuun. Jleuenune npenapatom
JlaMmuByIMH HEOOXOIUMO HEMEIJICHHO MPEKPATHTh MPU MOSBICHUU KIMHUYECKUX CHUMIITOMOB
WK J1a00paTOPHBIX JTaHHBIX, CBUIETENHCTBYIOMIMX O PAa3BUTUU MaHKpeaTuTa (060J7b B KHUBOTE,
TOIIIHOTA, PBOTA WMJIU TOBBIIICHNUE 3HAYECHUIN OMOXMMUYECKUX MapkepoB). CienyeT MpeKpaTutTh
MpUeM npenapara 0 UCKIIOUCHHS JUarHo3a MaHKpeaTuT.

Jlakmoauuoo3 u evipasriceHnan 2enamomezanus co Cmeamo3om

Hmerorcst cooOIeHus 0 pa3BUTUU JTAKTOAIN/103a U BBIPAKEHHOM T'emaToMeraiiy CO CTeaTo3oM,
B TOM YHCII€ C JIETAJIbHBIM HCXOJIOM, BCJEACTBUE AHTUPETPOBUPYCHOW Tepanmuu aHajioraMu
HYKJICO3UJIOB B BHUJE OTACIbHBIX MPENapaToB WJIW B KOMOWHAIUM, BKJIOYas JIAMUBY/IWH.
[TogoOHBIE SIBJICHUST OTMEYATUCH TJIABHBIM 00Pa30M Y *KEHIIIHH.

KnuHnueckre cMMOTOMBI, KOTOPbIE MOTYT YKa3blBaThb Ha Pa3BUTHE JIAKTOAIIM]103d, BKIIOYAIOT
o0mryr0 cmaboCcTh, AHOPEKCUIO, CTPEMUTENbHYI0 HEOOBSCHUMYIO TOTEPI0 Macchl Tela,
CUMITOMBI MOPAXKEHUS KEITYAOYHO-KUILIEYHOTO TpakTa (TOIIHOTa, pBOTAa U OOJIb B )KMBOTE) U

OpraHoOB JAbIXaHMs (OJBIIIKA M TAXUITHO3), HEBPOJIOTMYECKHE CUMITOMBI (BKJIIOYash MOTOPHYIO
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c1ab0CTh).

Jleuenne aHajTOraMM HYKJIECO3UWZOB HEOOXOJMMO MpPEKpaTHTh B  Cllydae pa3BUTHA
CHUMIITOMAaTUYECKOW  TUIEpIaKTaTeMHMH M METabOJMYeCKOro  aIua03a/JaKToanuaosa,
IpOrpeccupyrolell renaToMeraiiy Wi ObICTPOro MOBBIIEHHSI aKTUBHOCTH aMUHOTpaHCc(hepas.

JlakToanu103 0OBIYHO pa3BUBAETCS I10CIE HECKOJIBKUX MecAleB jedeHus. Cienyer codionarh
OCTOpPOXKHOCTh TPU TPUMEHEHUH AaHAJOrOB HYKJICO3HMIOB IS JICYCHHs JIOOOTO IMalueHTa
(0COOEHHO — JKEHIIMH C 0)KUPEHUEM) C TeaTOMETalInel, TenaTUTOM WK IPYTUMHU W3BECTHBIMHU
dakTOopaMH pHCKa TOpPAXKEHMsS I[E€YEHM U CTeaTo3oM IeYeHHM (BKJIIOYas MPUMEHEHHE
OIpeIeIEHHBIX JIEKAPCTBEHHBIX IPENapaToB U YHOTPEOIEHUE AJIKOT0JIs).

Mumoxonopuanvuan Ouchynkyua 6 pezynvmame 6HympuympooHozo 6030eicmeus

AHaJO0r" HyKJIEO3U0B U HYKJIEOTHUJIOB CIIOCOOHBI BBI3bIBATh PA3JIMYHYIO CTEIIEHD OBPEXKICHUS
MHUTOXOH/IpH, 4TO Haubojee SIPKO MPOSBISAETCS NPU NMPUMEHEHUM CTaBYAMHA, JUJIAHO3MHA U
3UJIOBY/IMHA. 3apEeTUCTPUPOBAHbI CIy4ad Pa3BUTUS MHUTOXOHJpUanbHOM auchynkuuu y BUY-
OTPULATENIbHBIX JI€TEH, MOBEPraBUINXCcs BO3/AEHCTBUIO aHAJIOTOB HYKJIE03HUI0B BHYTPUYTPOOHO
W/WIIK TIOCTIE POXKIICHHSI; TTIaBHBIM 00pa3oM 3TH Ciydad OBLIM CBSI3aHBI CO CXEMaMH JICUCHHS,
colepkalluMM  3uAOByAMH.  OCHOBHBIMM  HEKENATEIbHBIMA  PEAKUUSAMHU  SIBJIUIACH
reMaToJOTMYECKUEe HapyleHusl (aHeMusi, HEUTpONeHMs)) M HapylleHus oOMeHa BeIIEeCTB
(runepnakTtaTeMusi, TUIEPIUIA3eMHUsA). OTH HEXeNaTeJIbHble PEAKIUU YacTO SIBISUIUCH
TPAaH3UTOPHBIMHU. BBUIM 3aperucTpUpOBaHbl PEAKUE CIydad HEBPOJOTMUYECKUX PACCTPOMCTB C
MO3/IHUM HayajioM (TOBBILIEHHE TOHYCA MBIIIL, CYJA0pOTY, HapyIIeHUs MOBEACHUs). SIBIAIOTCS
JY JAQHHBIC HApYLIEHUs TPAH3UTOPHBIMU WIIU MOCTOSHHBIMM, B HACTOSALICE BPEMs HEU3BECTHO.
BeposiTHOCTh pa3BUTHS MUTOXOHAPUAIBHON JUCPYHKIMH CIEAYeT paccMaTpuBaTh y JII0OOTO
pebeHKa, MOJBEpPraBIIErocs BHYTPUYTPOOHOMY BO3ACHCTBHUIO aHAJIOraMHM HYKIEO3UJOB U
HYKJICOTHJIOB, C BBIPAKECHHBIMU KIMHUYECKMMH CHUMITOMAMH HESCHOM DJTHUOJOTUHU, B
0COOEHHOCTH HEBPOJIOTHUECKUMH paccTpoiicTBamu. [IpencTaBieHHbIe AaHHBIE HE BIMSIOT Ha
TEKyIIMe PEeKOMEHJAllMK MO0 MPUMEHEHUI0 AaHTUPETPOBUPYCHOW Tepanmuu y OepeMeHHBIX
JKEHIIMH I Tpo(UIakTUKU BepTHKanbHOM nepegaun BUY-undexmm.

Macca mena u oomen éewjecme

Macca Tena, a Takke KOHLUEHTpaUus JIMIIKAOB U ITIIOKO3bl KPOBY MOTYT IIOBBIIIATHCS BO BpeMs
AHTUPETPOBUPYCHOM Tepanuu. OTH U3MEHEHHUS MOTYT ObITh YAaCTHYHO CBSI3aHBI C KOHTPOJIEM
3a0onieBaHusl U OOpa3oM >KM3HHU. BbUIM MOdydeHbl JaHHBIE, MMOATBEPXKAAIOIINE B HEKOTOPBIX
ClIy4asix BJIMSHHUE TE€pPallMy HA KOHLEHTPALUIO JIMIIUIOB, B OTHOLICHUH YBEJIMYEHUs MACCHI TeJla
TaKM€ JlaHHble OTCYTCTBYIOT. CieayeT NpOBOAMTH KOHTPOJb KOHLEHTPAaLUU JMIHAOB U
[JIFOKO3bl KPOBH B COOTBETCTBMM C YCTAHOBJICHHBIMH DPEKOMEHJAUUsAMU 1o Tepanuun BUY-

uHpekunu. Hapymenus nunuaHoro oOMeHa HEOOXOAMMO KOPPEKTUPOBAaTH B COOTBETCTBUU C

13



COOTEBETCTEYET 3KI(
ot 01.07.2025 N= 162

(MOCNEOCBATENEHOCTE 0004)

KIIMHUYCCKUMU MPOABICHHUAMMU.

Cunopom 60cCmMano61eHUA UMMYHUMEMA

Y BUY-uHGUIMPOBAHHBIX NAIMEHTOB C THKEIBIM MMMYHOAE()UIMTOM HAa MOMEHT Hauaia
AHTUPETPOBUPYCHOM TEpanmMy BO3MOXXKHO pa3BUTHE BOCHAIUTENIBHOW peakuuu Ha (¢oHe
0ECCUMITOMHBIX OMNMOPTYHUCTHUECKUX HMHQEKUUH MM UX OCTATOYHBIX SIBIEHUH, YTO MOXKET
CTaTh MPUYMHON CEPHE3HOTO YXY/IICHHUS COCTOSHUS MM YCYT'yOJIeH!s] cUMITOMAaTHKH. OOBIYHO
9TU PEaKLUU BO3HUKAIOT B TCUCHME IEPBBIX HECKOJBKUX HEIEIb WIM MECALEB IOCIE Hadaja
AHTUPETPOBUPYCHOM Tepanuu. TUIUYHBIMU TNPUMEPAMH SBIIOTCS LIATOMETaIOBUPYCHBIN
PETUHUT, TEHEepalu30BaHHAs W/WIM oOd4aroBas MH(EKUMs, BBI3BAHHAS MHUKOOAKTEpUSIMHU, U
THEBMOHUS, BbI3BaHHas Pneumocystis jirovecii (Takke H3BeCTHa KaK ITHEBMOLMCTHASI
naeBMonwus, [II1). TlosiBeHMe mOOBIX CHMITOMOB BOCHAJICHUS TpeOyeT HEeMEJICHHOTO
o0cIieZ1oBaHus U, IPU HEOOXOTUMOCTH, JIEUEHHUS.

AyTonMMyHHbIE 3a00JeBaHUs (HarpuMep, 0osie3Hb ['peliBca 1 ayTOMMMYHHBIN TeaTUT) TakxkKe
Ha0JII01aMCh Ha (JOHE BOCCTAHOBJIEHUS UMMYHMTETA, OJTHAKO BpEMsl NEPBUYHBIX MPOSBICHUIN
BapbUPOBAIO, U 3a00JI€BaHKE MOIJIO BOZHUKATh YEPE3 MHOI'O MECALIEB OCIIE Hayala Tepanuu u
MHOTJ]a UMEJIO aTUITUYHOE TEUCHHUE.

3aboneseanus neuenu

[TaumenTsl ¢ XxpoHumdeckuM rematutoM B wmm C, nomydaromme KOMOWHUPOBAaHHYIO
AHTUPETPOBUPYCHYIO TEPANMIO, XAPAKTEPU3YIOTCS TOBBIIICHHBIM PUCKOM PA3BUTHS TSKEIBIX U
MOTCHIUAIBHO JICTAJIbHBIX HEXKEIATEIbHbIX peakUuid CcO CTOPOHBI IIe4eHH. B ciydae
COITYTCTBYIOILIEH TPOTUBOBUPYCHON Tepanuu renaruta B umm C cnenyer Takke 03HaAKOMUTBCS C
COOTBETCTBYIOIIMMU UHCTPYKLUAMU 110 IIPUMEHEHUIO JaHHBIX JIEKaPCTBEHHBIX IIPENapaToB.
Pe3ynbTathl KIMHUYECKHUX MCCIEAOBAaHUN M JaHHBIE MOCTPETUCTPALMOHHOTO HAOIIOACHUS
YKa3bIBalOT Ha TO, YTO y HEKOTOPBIX MALMEHTOB C COIYTCTBYIOIIUM XPOHUYECKUM BUPYCHBIM
renatutoM B (HBV) npu ormene npenapara JlamuByauH MOTYT BO3HUKATh KIIMHHYECKUE HITH
nabopaTopHble TPHU3HAKK peIUIMBa TemaTuTa, KOTOpble MOTYT HUMETh Oojiee TsKelble
MOCIIEACTBHSI Y TAI[UEHTOB C JIEKOMIIEHCUPOBAHHBIM 3a00JeBaHNeM NeyeHu. B ciiyuae oTMeHbI
npenapara JlaMMBYyIMH Yy IallMEHTOB C COIYTCTBYIOIUMM BHUPYCHBIM TIelaTUTOM B ciexyer
paccMOTpeTh BO3MOXKHOCTb TPOBEACHUS MEPUOJUYECKOT0 KOHTPOJIS (PYHKIMHM T€YEeHU U
MapKepoOB peIUIMKalUU BUpyca remnarura B.

VY nanMeHTOB € yXK€ CYIIECTBYIOIIUM HapylleHHeM (YHKIMM TEYEHH, BKIIOYas aKTHBHYIO
dopMy XPOHMUYECKOrOo TemaTuTa, OTMEYAETCsl YBEIMYEHHE YacTOThl HapyLIeHWH (QYHKUIUU
NEYeHH BO BpPEMsl NPOBEACHUS KOMOMHHPOBAHHOW aHTUPETPOBUPYCHOW Tepanuu. Takue
MAlUEHTHl JIOJDKHBI HAXOAMTbCS O] HAOMIOACHHEM B COOTBETCTBHMM CO CTaHAApTHOMU
KJIMHUYECKOH TMpakTUKod. HeoOXxoammo paccMOTpeTh BO3MOXKHOCTh NPHUOCTAHOBICHUS WU

OpeKpalleHus] JICYEHUs] B clyyae MPOSABICHUN yXyIIIEHUs 3a00JIeBaHUS TEUEHH Y TaKHUX

14



COOTBETCTBYET 3K
ot 01.07.2025 M2 162

(NMOCNEOOBATENEHOCTE 0004)

MMAIllEHTOB.

Ocmeonekpos

HecmoTpst Ha TO, 4TO 3THONOTHS JAaHHOTO 3a00JIEBAaHMS SBJISLETCS MHOTO(AKTOPHOU (BKIIIOYAS
IPUEM TJIIOKOKOPTUKOCTEPOMIOB, YHNOTPEOIEHUE aJIKOTrOMIsl, TAXKEIYyI0 HMMYHOCYIPECCHUIO,
BBICOKMI MHJIEKC MAcChl TeNa), Cllydyal OCTEOHEKPO3a Yallle BCEro BCTPEUAIUCh y MAalUEeHTOB Ha
npoaBuHyTOM cragun BUY-undexkunn w/uiam JUIMTENbHO NMPUHUMABIINX KOMOMHUPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepanuio. [lamuentam cienyer oOpaTUTbCS K Bpady, €CIMd OHHU
UCTIBITHIBAIOT 0OJIM MU CKOBAHHOCTb B CYCTaBaX WJIM TPYAHOCTH IIPU JBHXKEHHUH.
B3aumooeiicmesue c Opyzumu n1exapcmeeHHbIMU CPeOCmeamu

[Tpenapar JlaMuBYJMH HE ClelyeT NPUMEHATh OJHOBPEMEHHO C MpenapaTtaMi, COAEpKaLUMU
JaMUBYJUH WIA SMTPULUTAOUH.

[TpuMeHeHue TaMUBY/JMHA B KOMOUHAIMHY C KJIAAPUOUHOM HE PEKOMEHIYEeTCS.

Ocoovle zpynnbl nayuenmos

Jlemu

B kinmHM4eckux HUCClEOBAHUSX Yy JETeH, MOy4aBILIMX JAMUBYIUH B (QopMme pacTBopa Ajs
npreMa BHYTPb OJHOBPEMEHHO C JAPYTMMM aHTHPETPOBHPYCHBIMU IpenapaTtamMu B (opme
pacTBOpa AJIs IpUeMa BHYTPb, 4aCTOTA CYIIPECCUM BUpYyCa M KCIO3ULMS JIAMHUBYJMHA B IIJIa3Me
KpOBH OBLIM HUXE, a PE3UCTEHTHOCTh BUpYyCa pa3BUBaJach yallle, YeM Y JIeTeH, MOJy4aBIInX
npemnaparsl B GopMe TabJIETOK.

[To BO3MOXHOCTM HEOOXOAMMO HCHOJb30BATh PEXHM AHTHUPETPOBUPYCHOW TepamuH,
BKJIIOYAOLIUI Bce mpemnapaTsl B ¢popme TabneTok. JlaMuByuH B popMe pacTBopa Ui MmpHeMa
BHYTpb, IPUMEHSIEMBbI OJHOBPEMEHHO C COpPOMTON-COAEpXKAIMMU  JIEKAPCTBEHHBIMU
npenapaTamu, CleyeT NPUMEHSATh TOJIbKO B TE€X ClydyasX, KOrjla HEBO3MOXHO NpPHUMEHEHUE
pekuMa Tepanuu, BKIIOYAIONIEro Bce MmpemnapaTsl B ¢GopMme TabJleToK, M KOrja IoJib3a
IIPOBEJCHUS JICUECHUS NPEBBIIIAECT BO3MOXHBIE PUCKH, BKJIKOYAas HU3KUM YpOBEHb CYNPECCUU
Bupyca. Cieqyer paccMOTpeTh HEOOXOAUMOCTh 00Jiee 4acTOro KOHTPOJIS BUPYCHOW Harpy3Ku
BNY-1 mnpum OIHOBpEMEHHOM NPUMEHEHWH JIAMHMBYAMHA C JUIMTENBHO IPUMEHSIEMBIMA
COpOUTONI-CO/IEpIKAIIMMU TpenapaTaMu.

Bansinne Ha cOCOOHOCTH YIPABJIATH TPAHCIOPTHBIMHU CPEACTBAMH, MEXaHU3MAMH
CrneuvasnbHble HCCIEIOBAaHUS MO HM3YYEHHUIO BIUSHUS CPEJICTBA HAa CIOCOOHOCThH YINPaBIAThH
aBTOMOOWJIEM W JBIDKYIIMMHUCS  MEXaHM3MaMH  HE  MPOBOJWIMCH.  YUHUTHIBAs
(apMakosoOrHUYeCKre CBOMCTBA JIAMUBYIMHA, TAKOE BIUSHIE MAIOBEPOSTHO. TeM He MeHee, pu
OLIEHKE CIIOCOOHOCTH MalMeHTa YIPaBJsATh aBTOMOOMIEM/MEXaHU3MaMHt CJIelyeT IPUHUMATh BO

BHUMAHUE €TI0 0611_[66 COCTOSAHHUCEC, a TAKIKE XapaKTEp HEKECIATCIbHBIX peaKHI/Iﬁ JJaMUBYOHWHA.
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®opma BBINLYCKA

TabneTKu, MOKPHITHIE TNIEHOYHOW 00071049K0#, 150 Mmr.

[To 10 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUIEHKM IOJMBHUHWIXJIOPUAHON U
(G oJIbTH aTIOMHUHUEBOM IMEYaTHOMN JIAKUPOBAHHOM.

ITo 1, 2, 3, 4, 5 KOHTYpPHBIX SYEMKOBBIX YIAKOBOK BMECTE C MHCTPYKLHUEH IO NMPUMEHEHHIO
MOMEIIAIOT B AUKy U3 KapTOHA.

Cpok rognocTu

2 rona. He npuMeHsTH Mociie UCTEUEHUs CPOKA FOJJHOCTH, YKa3aHHOTO Ha YIIaKOBKE.

YciaoBust XxpaHeHUs

B 3amunienHom ot cBeTa Mecte pu Temmneparype He Boiie 25 °C.

XpaHUTb B HEJOCTYITHOM JJIsl IETEH MecTe.

YcaoBus ornycka

OTIyCKalT MO pelenTy.

Baajenen perucTtpanuoHHOro yaocroBepenus / Opranuszanys, NPUHAMAKOLIAS NPeTEH3UH
norpeodurTeJiei

Poccuiickas ®@enepanus.

AknuonepHoe o0mectBo «Yconbe-Cubupckuii  xumuko-dapmaineBTuyeckuii  3asoa» (AO
«¥Y conpe-Cubupckuiit xumdpapm3aBo»).

665452, Upkytckas o0i., 1.0. Topoa Ycoabe-Cubupckoe, tep. [IpoMbIluieHHBIN MaccHB, YII.
Wunycrpuanehas, 34. 62.

Ten.: +7 (395) 435-89-08.

OnekrponHas modra: usolpharm@usolpharm.ru

IIpousBoaurenn

Poccuiickas @enepanus.

AxuuonepHoe o0mecTBo «Yconbe-Cubupckuii  XxuMuko-gpapmaneBTuyeckuii  3aBon»  (AO
«Y conpe-Cubupckuii xumdapm3aBoa»).

665452, Upkyrtckas o0i., T.0. Topoa Ycombe-Cubupckoe, tep. [IpoMbIluIeHHBI MacCHB, YII.

WNunyctpuanbHas, 34. 62.
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