COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 24052022 N= 12153
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IO MEJUIIUHCKOMY IMTPUMEHEHUWIO JIEKAPCTBEHHOT' O IIPEITAPATA
Amusupen®

PerncrpanmonHblii HOMep:

Toprosoe Ha3BaHHe npenapaTa: AMUBUpPeH”

MeskayHapoaHOe HeIATEHTOBAHHOE Ha3BaHNe JIeKAPCTBEHHOI0 Npenapara: JaMUBYIUH

JlekapcTBenHnasi popma: pacTBop [yisl ipuemMa BHYTpb

CocraB

1 M mpenapaTa coaepKUT:

eticmeyrowee sewecmeo: namuByau — 10,0 mr

Bcnomocamenvnvie 6ewecmea: caxapoza — 200,0 wmr; mpomwieHrmkons — 20,0 wMr;

MeTHIInaparuapokcuden3oar — 1,5 mr; nponwimnaparuapokcuden3oar — 0,18 mr; apomatuzarop

KkIyOHn4HbBIN — 0,8 Mr; apomatusarop 6anaHoBbIi — 0,6 Mr; HaTpus UTpat — 14,0 Mr; TMMOHHAas

KHCJIOTa MOHOTHIPAT — 2,5 MT; XJIOPHCTOBOJOPOHAS KKcioTa 2M pacTBOp / HaTpus THIPOKCU

2M pactBop — 10 pH o1 5,7 o 6,3; Boga ountienHas a0 1 mi.

Onucanue

[Tpo3paunblii pacTBOp OT OECHBETHOrO 1O CBETJIO-KEITOro I[BeTa cO ciabbiM (PPyKTOBBIM

3araxom.

dapmakoTepaneBTH4YecKas TIPYyININa: [POTUBOBUPYCHBIE CPEICTBA CUCTEMHOIO JIEHCTBUS;

MIPOTUBOBUPYCHBIE CPEICTBA MPSIMOTO JACUCTBUS, HYKICO3UIHbIE U HYKJICOTUIHbIE HHTUOUTOPHI

00paTHON TPAaHCKPUIITA3BI.

Kon ATX: JOSAF05

DapMaKoJIOrHyecKue CBOMCTBA

Dapmaxoounamuka

Mexanuszm oeticmeus

JlamuByIMH — aHaJOr HYKJIEO3UIOB, OOJalalolUii aKTUBHOCTHIO B OTHOIIEHMH BHpYyca

ummyHoaepuura yenoseka (BUY) u Bupyca remarura B (HBV). JlamuBynun noasepraercs

BHYTPHKJIETOYHOMY MeTab0IM3My ¢ 00pa30BaHUEM aKTUBHOTO IPOM3BOIHOTO — JIAMHUBY/IMHA 5’-

Tpudocdara. OCHOBHON MEXaHU3M €ro JeHCTBUS — OJIOKUPOBAHHME CHUHTE3a LIENH B Mpolecce

oOparHoit Tpanckpuniuun BUY. Tpudochar obnamaer cenexkTuBHON HMHrHOUpYOIIEH

aKTHBHOCTBIO B OTHoIIeHHH perutmkanmu BUY-1 u BUY-2 in vitro, a Takke aKTHBHOCTHIO B

OTHOILIEHUM PE3UCTEHTHBIX K 3UIOBYAMHY KIMHHUYeckux uszoisitoB BUY. He nabGmromanuch

aHTaroHucTuyeckue 3(h¢GexTs iN VItro npu oJHOBPEMEHHOM IPUMEHEHHUH JIAMUBYTUHA U JAPYTUX

AHTUPETPOBUPYCHBIX MPENapaToB (Ucciael0BaHHbIE BelllecTBa: abakaBUp, TUJaHO3UH, HEBUPAIIUH

Y 3UJIOBYJIMH).



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 24.05.2022 N2 12155

(NOCNEOQCBATENEHOCTE 0004)

Pesucmenmnocmo

Pesucrentnocts BUY-1 k namuByanHy oOycioBiieHa 3aMEHOW aMHHOKUCIOTHI M 184V BOnmM3u
AaKTUBHOTO IICHTpa BUPYCHOW oOpatHOil TpaHckpumrtasbl (OT). [laHHBI BapuaHT MyTaluu
BCTpEUAETCs KaK B YCJIOBHIX iN VItro, Tak u y ununupoBanusix BUY-1 nanneHToB, mojgy4aBumx
AHTUPETPOBUPYCHYIO TEPAIUIO, BKIIOYAIOILLYIO JIJaMUBYIUH. [Ipn myTanuu M 184V 3nauntenbHO
CHU)KAETCS YYBCTBUTEIBHOCTh K JIAMMBYJIMHY M YMEHBUIAETCAd CIIOCOOHOCTh BHpyca K
perukaiu in Vitro. B wuccnenoBanusx in VItro ObUIO YCTaHOBJICHO, YTO PE3UCTCHTHBIC K
3UJIOBYJIMHY M30JISIThl BUPYCAa MOI'YT CTAHOBUTBHCS UYyBCTBUTEIIBHBIMU K €r0 JEHCTBUIO, €CIIU Y
3TUX H30JIATOB OJIHOBPEMEHHO pa3BUBAETCA PE3UCTEHTHOCTh K JaMuByauHy. OJHaKO
KJIIMHUYECKOE 3HaYEHHE 3TUX JAaHHBIX /10 HACTOSILETO0 BPEMEHHU HE OIPEIEIIEHO.

Jannble in Vitro, kak mpaBuiIo, YKa3blBaIOT HA TO, YTO MPOJODKCHHUE IPUMEHEHUS JJAMUBY IMHA B
COCTaB€ AHTUPETPOBUPYCHOW TEpanvM, HECMOTps Ha pa3zputhe MyTtauuu MI184V, moxer
MIPUBECTU K MOSBICHUIO OCTATOYHON aHTUPETPOBUPYCHON aKTMBHOCTH (BEPOSATHO, B PE3yJIbTATE
YXyILICHUs PETUTUKATHBHOM criocOOHOCTH BUpyca). KnmuHuueckas 3HaYMMOCTb 3TUX PE3yJIbTaTOB
HE yCTaHOBJICHA. B IeHICTBUTENIBHOCTH, TOCTYIIHbIE KIMHUYECKHUE JIaHHbIE OYEHb OTPaHUYEHBl U
HE MO3BOJISIOT CJeNiaTh OJHO3HAUHBIM BBIBOJ B 3TOW oOmactu. B miobom ciydae, Hayaiio
npumenenus HUOT, k KOTOpbIM BUpYC BCE €llle YyBCTBUTENEH, BCErna AOKHO ObITH Ooiiee
NPEANOYTUTEILHBIM, YEM MPOJODKEHIE TEPATH JJaMUBYIMHOM. TakuM 00pazom, POJI0IDKEHHE
Tepanuu JIaMUBYAMHOM, HECMOTpPsI Ha mosBiieHue Mytauuun M184V, cnenyer paccmarpuatrh
TOJIBKO B ClIy4yae OTCYTCTBUA Apyrux akTuBHbIx HAOT.

Mytanus OT MI184V mnpuBOIUT K pPAa3BUTHIO NEPEKPECTHOM PE3UCTEHTHOCTU TOJBKO K
AHTUPETPOBUPYCHBIM MpenaparaM Kiacca HyKJICO3UIHBIX MHTUOUTOPOB. 3UJIOBYJIMH U CTaBYJUH
COXPAHSIIOT CBOIO AHTHUPETPOBUPYCHYIO AaKTUBHOCTh B OTHOIIeHHMH mrTammoB BUY-1,
PE3UCTEHTHBIX K JAaMHUBYAHHY. AGaKkaBUp COXpaHSAET CBOIO aHTUPETPOBUPYCHYIO aKTHBHOCTbH B
oTHomeHUH mTaMMoB BMU-1, pe3ucTeHTHBIX K JaMUBYAMHY U 00Jaal0MIUX TOJIBKO MyTaluen
M184V. Hltammsl ¢ myTanueit OT M184V nemoHCTpUpyIOT MeHee 4eM 4-KpaTHOE CHUKEHHE
YYBCTBUTEJIBHOCTU K JU/IaHO3MHY; KIIMHUYECKOE 3HAUEHUE ITUX JIaHHBIX HEU3BECTHO. TecThl Ha
4yBCTBHUTEIIBHOCTB IN Vitr0 He ObUTM CTaHIAPTH30BaHbI, U X PE3yJbTaThl MOTYT BaphbHPOBATH B
3aBHCUMOCTH OT METOJIOJIOTHUECKUX (PaKTOPOB.

In vitr0o jaMuByaMH OKa3bIBaeT Ci1ab0e IUTOTOKCHYECKOE JEWCTBHE Ha JUMQOIUTHI
nepudepruyeckoil KpoBU, Ha yCTONYMBBIE JTUM(OLUTAPHBIE U MOHOLIUTAPHO-MakpodaraibHbie
KJIETOYHBIE JIMHUU U P KJIETOK-IIPEAIIECTBEHHUKOB KOCTHOTO MO3Ta.

DapmakoKkunemuxa

Bcacwisanue
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JAMUBY/MHA y B3POCIBIX TOCIE MpHeMa BHYTpb 00bIYHO cocTaBisieT 80-85 %. [locne mpuema
BHYTPb cpefHee BpeMs (tmax) JOCTIDKEHHS MaKCHMaJbHOM KOHIIGHTPALMU JIAMUBYJIWHA B
ceiBOpoTKe KpoBH (Cmax) coctaBiseT okoio 1 4. Ha ocHOBaHMM [aHHBIX, IMOJYYEHHBIX B
HCCJIEIOBAaHUH C YUYAaCTUEM 3JI0POBBIX I0OPOBOJIBIIEB, IPU IPUEME TeparneBTHUecKoi 10361 150 Mr
nBa pasza B cyTku cpeansas (KB - koaduuuenT Bapuanumn) paBHoBecHas KOHUEHTPAHS Cmax U
Cmin TaMuByaMHA B Tuta3Me KpoBu cocrtaBiser 1,2 mMxr/ma (24 %) u 0,09 mxr/mu (27 %)
cootrBercTBeHHO. Cpennsis (KB) AUC (miomaas moa  ¢$hapMaKOKHHETHYECKOW KPUBOMH
«KOHIICHTpAIUsI-BpeMs») B HHTEepBaje Mexay npuemamu 12 4 cocrasiset 4,7 mxr*u/mi (18 %).
ITpu TepaneBTuueckoii no3e 300 mr oauH pa3 B cyTku cpeassis (KB) paBHOBecHas KOHLEHTpaLus
Cmax, Cmin 1 AUC B uHTepBasie Mexay npuemamu 24 9 cocraBisior 2,0 Mxr/mia (26 %), 0,04
MKr/Mia (34 %) u 8,9 mxr*u/mi (21 %) COOTBETCTBEHHO.

[Tpuiem namMUBYIMHA BMECTE C MHILEH BBI3BIBAECT YBEIUYCHUE tmax U CHIDKEHHE Cmax (Ha 47 %),
OJTHAKO HE BIIMSET Ha OOIIYIO0 CTETeHb abcopOuuu TaMUBYMHA (PAaCCUUTAHHYIO Ha OCHOBAaHUU
BenmmuuHbl AUC).

He oxwunaercs, 4To mpueM U3MEIbUYEHHBIX TaOJETOK ¢ HEOONBIIUM KOJUYECTBOM IMOIYTBEPIOM
MU WK JKUJKOCTH MOBJIHET Ha (DapMaKoJIOTMYECKHe CBOICTBaA Mpenapara u, clieZiloBaTeIbHO,
Ha  KIMHUYECKUH  APQexT. DTOT BBIBOA OCHOBAaH Ha  (DU3UKO-XMMHUYECKHX H
(apMaKOKMHETUYECKHUX JaHHBIX TIPU YCIOBUH, YTO MAIUEHT U3METhUACT U CMEIINBACT C HIIEH
win KuAkocTbio 100 % TabiaeTku U IPpUHUMAET He3aMeIUTETIBHO.

CoBMmecTHOE TPUMEHEHHE 3UA0BYIMHA IPUBOJUT K YBETMUEHUIO 3KCIIO3UIMM 3UJOBYIMHA Ha 13
% ¥ yBEIMUYEHUIO MaKCUMaJIbHOM KOHLIEHTpAallUM B IJ1a3Me KpoBH Ha 28 %. DTo sBIEHHE HE
CUMTAETCsl 3HAUMMBIM JUIsi OE30MTACHOCTH TAIIMEHTOB |, CIIEA0BATEIbHO, HE TpeOyeT KOPPEeKIun
J103.

Pacnpeoenenue

[To nmaHHBIM KIMHWYECKHX WCCICAOBAaHUI TP BHYTPHUBEHHOM BBEACHUU CPEIHHA 00BEM
pacripeiesieHus JaMUBYMHA cocTaBiseT 1,3 j/kr, a HaOIr01aeMbIi IEPUO]] TTOTYBBIBEICHHUSI —
5-7 4. CpenHuil CHCTEMHBIH KIMPEHC JaMUBYAMHA COCTaBiseT npuOiausurenabHo 0,32 n/v/kr,
OOJBIIYI0O YacTh KOTOPOIO COCTaBJSIET IOYEYHBIH KIMPEHC dYepe3 CUCTEMY TpPaHCIOpTa
opraHnyeckux KatuoHoB (6omee 70 %).

JlaMUBY/IMH TIPOSIBIISIET JTUHEWHYIO ()apMaKOKWHETHKY MpPH TMPHUMEHEHHH B TEPaleBTHYECKOM
Jara3oHe /103 ¥ HU3KYIO CTENEHb CBS3bIBAHUS C OCHOBHBIM O€JIKOM I171a3Mbl KPOBH - a1b0yMHHOM
(< 16 %—36 % 1o cpaBHEHHIO C CHIBOPOTOYHBIM aTbOYMHUHOM B UCCIEIOBAaHHAX IN Vitro).
OrpaHnyeHHbIE JaHHBIC YKa3bIBAIOT HA TO, YTO JIAMUBYIWH MPOHUKAET B IEHTPAIbHYIO HEPBHYIO

CUCTEMY U CIMHHOMO3roByto kuakoctb (CMIXK). Uepes 2-4 u mocne mepopaibHOro mnpuema
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npubsmmsutensHo 0,12. VicTuHHas cTeneHb MPOHUKHOBEHMS, a TaKXKe CBA3b C KIMHUYECKOH
3¢ (HEeKTHBHOCTHIO HEU3BECTHBI.
buompancgopmayusn
AxTuBHas popma JIaMUBYIMHa— BHYTPUKIICTOUYHBIN JIaMHBY IMHA TpUochaT— obiagaeT Oonee
JUINTEIbHBIM KOHEYHBIM IIEPHOJOM IIOJYBBIBEAEHUS U3 KiIeToK (16-19 4) mo cpaBHeHuto ¢
NIEPUOJOM IOJIYBBIBEICHUS €r0 U3 I1a3Mbl KpoBH (5-7 41). CoracHo 1aHHBIM, ITOJIy4€HHBIM Y 60
B3pOCJBIX 37I0POBBIX JOOPOBOJBIEB, (apMaKOKMHETUYECKHE IapaMeTpbl JIaMUBYJIWHA B
PABHOBECHOM COCTOSIHUU IIpu IpueMe B f03e 300 Mr ouH pa3 B CyTKU SKBUBAJIEHTHBI TAKOBBIM
npu npueMe B 103e 150 mr aBa pasza B cyTku B oTHoIeHUU AUC24 u Cmax U1 BHYTPUKIETOYHOTO
namuByuHA TpUudocdara.
JlaMHBY/IMH MPEUMYIIECTBEHHO BBIBOJUTCS B HEM3MEHEHHOM BuUE Mouykamu. Metaboiauueckue
B3aMMO/ICHCTBUS JJAMUBYAMHA C IPYTMMHU JIEKApCTBEHHBIMHU IIperapaTaMi MajJOBEPOSTHbI BBUAY
HE3HAaYUTENbHOro Merabonusma B nedueHu (5-10 %) u HU3KOH cTeneHu CBSA3bIBaHUS C OenKaMu
IUTa3MbI KPOBH.
Bvigeoenue
B uccienoBaHusx ¢ yyacTMeM MalMEHTOB € MOYEYHOM HEAOCTATOUYHOCTBIO OBLIO MOKA3aHO, YTO
HapymieHne (QYHKIMU TOYEK BIHSIET HAa BBIBEACHHE JAMUBYAWHA. PeKOMEHIyeMBIH peXuM
JO3MPOBAHUS JUIS TIAIIMEHTOB C KIMPEHCOM KpeaTHHWHa MeHee 50 MJI/MUH NMPHUBENIEH B pasJele
«Cnoco0 npuMeHEHUs U J103bD».
B3aumoneiictBe ¢ TpPUMETONPHUMOM - KOMIIOHEHTOM KO-TPUMOKCa30ja - HPUBOAUT K
MOBBILICHUIO FKCIIO3UIIMU JaMuBYIuHA Ha 40 % npu NpUMEHEeHUH B TepaneBTUUECKUX J03axX. Tem
HE MEHee, 3a MCKIIOYEHUEM MalMEeHTOB C MOYEYHOW HEJIOCTAaTOYHOCTBHIO, KOPPEKIUS J103bl HE
Tpebyercs. CreayeT THIATENbHO OLEHMBATH BO3MOXKHOCTh OJHOBPEMEHHOI'O NMPUMEHEHHs KO-
TPUMOKCa30J1a ¢ JJAMUBYIMHOM Yy MAIMEHTOB € MOYEYHON HEJOCTATOYHOCTHIO.
Ocobbie epynnsl nayuenmos

eTn
AbcomoTHas OMOMOCTYMHOCTh JaMHUBYAMHA (mpuMepHo 58-66%) Obuta Hmwke u  Oojee
BapuabenbHa y geredt muanme 12 ner. Ilpuwem namuBynuHa y nereid B (opme TabieTok
OJTHOBPEMEHHO C IPYTHMHU aHTHPETPOBUPYCHBIMHU TperiapatamMu B (hopMe TabIETOK 0OecTIierBa
6omee Bricokue 3HaUCHUS AUC, 1 Cmax JTaMUBYIMHA B IJIa3Me KPOBHU 10 CPaBHEHUIO C PACTBOPOM
JUIs TpUeMa BHYTPb, NPUHUMAEMbIM OJHOBPEMEHHO C JPYIMMH aHTHPETPOBUPYCHBIMH
npenapatamu B popMe pacTBOpa AJs IpueMa BHYTpb. Y JIeTei, oIy4yaBIInX JIJAMUBYIUH B (hopme
pacTBopa Ui IpreMa BHYTPb B COOTBETCTBHU C PEKOMEH/IOBAHHBIM PEKUMOM JIO3UPOBAHHS,

ObL1a JOCTUTHYTA 3KCIIO3UIHA JITaMHUBYAHWHA B IJIa3ME KPOBHU, 3HAYCHHA KOTOpOﬁ HaxXoauJInucCh B
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TabJIETOK B COOTBETCTBUUM C PEKOMEHJOBAHHBIM PEKUMOM JO3UPOBAHUS, OSKCIIO3ZUIHA
JaMUBY/MHA B IIa3Me KPOBU Oblja BBIIIE, YEM Yy JIE€TeH, MPUHUMABIINX JIAMUBYIUH B (opme
pacTBOopa A IpueMa BHYTpPb, IOCKOJIbKY B (hopMe TaOJIETOK MAaLMEHThl MOIy4aroT Oosee
BBICOKME JI03bl B IIepecueTe Ha MI/KI Macchl Teja, W JIaMUBYJIUH B (opme Tal1eTok
XapakTepusyeTcs: 0ojiee BBICOKOH OMOIOCTYIMHOCTHIO. B CBsI3M ¢ yKa3aHHBIMU pa3IUdUASIMU
peKoMeHayeMas J03a JJaMUBYAWHA JUIsS JIeTel (B Bo3pacTe crapiie 3 MecsleB U ¢ Maccoil Tena
meHee 30 Kr) cocrtaBiseT S MI/KI ABa pa3za B cyTkH. (DapMaKOKMHETHYECKHE HCCIIEIOBAaHUS
IPUMEHEHUs JJaMUBY/IMHA y JeTell B opMe pacTBopa AJs IpUeMa BHYTPb U B opMe TabJIeTOK
MOKa3ajii, 4TO MpHEM Ipernapara OJAWH pa3 B CYTKH 3KBUBaleHTeH 1o mokazarentro AUCo-24
npueMy Ipernapara JBa pa3a B CYTKH NPH OJUHAKOBOHM 0O0ImIel cyrouHoW no3e. [/lanHble mo
(dapMakOKMHETHKE Ipenapara y JAeTeil B Bo3pacTe Miajiie 3 MeCSALEB OrpaHUYeHbl. Y
HOBOPOXKJICHHBIX Ha IE€PBOM Henele JKU3HU KIMPEHC JIAaMUBYJMHA IPU MPHEME BHYTPb ObLI
CHIDKEH TI0 CPaBHEHUIO C JIETbMHU 00Jiee CTapIIero BO3pacTa, BEPOSITHO, BCIEJACTBHE HE3PEIOCTH
BBIJICJIUTEIEHOW (PYHKIIMU MOYEK W HEMOCTOSHCTBA TOKazarenen abcopOuuu. Takum obpazom,
JUIL TOCTH>KEHUS SKCIIO3UIMH, CXOAHOM ¢ TAKOBOM y B3POCIBIX U JIeTeH, peKOMEH10BaHHAs 103a
JUIsl HOBOPO>KJICHHBIX COCTABIISIET 2 MI/KT JiBa pa3a B CyTKH. J[aHHBIE 110 IPUMEHEHUIO Npenapara
Yy HOBOPOXK/ICHHBIX B BO3pacTe crapiie | Heaenu OTCYyTCTBYIOT.

[TanmeHThl OYKWJIOT0 BO3pacTa

I[aHHBIe 8(0) (bapMaKOKI/IHCTI/IKC JJaMUBYJIMHA y MAOUCHTOB CTapIIC 65 ner OTCYTCTBYIOT.

ITaneHTHl ¢ HApYIIEHUEM d)VHKHI/II/I NOYCK

VY nanueHToB ¢ HapyuieHueM (GyHKIUY TOYeK KOHIIEHTpalys JIJaMuByAuHA B Tu1a3me Kposu (AUC)
MOBBILIEHA BCJIEICTBUE CHMKEHHOIO KiupeHca. Takum oOpa3oM, MHaleHTaM C KIUPEHCOM
KpeaTuHuHa MeHee 50 MJI/MUH HEOOXOMMO YMEHbILIEHUE JJ03bI JAMUBY/IHHA.

ITaneHTHl ¢ HApYIIEHUEM d)VHKHI/II/I ONCYCHU

JlaHHbIE O TPUMEHEHUH JIAMUBY/IMHA Y TIAITMEHTOB CO CPEAHEH U TSXKETION CTETICHBIO HAPYIIEHUS
(GYHKIMH TI€YEHU CBUIETEIBCTBYIOT O TOM, YTO HapylieHne (GyHKIMH MEYEHU CYIIECTBEHHO HE
BIUSET HAa (DapMAKOKWHETHKY JTaMUBYIMHA.

bepemeHHOCTD

dapMaKOKMHETHKA JJAMUBYIMHA MTPU OEPEMEHHOCTH HE OTJIMYAETCS OT ero (hapMaKOKMHETHUKH B
ciIydyae OTCyTCTBUsI OepeMeHHocTH. KoHIeHTpaims JaMUBYAHA B CBIBOPOTKE KPOBH JETEH MpH
pOXKIeHNH ObLIa aHAJIOTUYHA TAaKOBOM B CHIBOPOTKE KPOBU MAaTE€pPH M MYHNOBHHHOW KPOBU Ha
MOMEHT PpOAOPA3pPEUICHUs], YTO COIJIACYETCS C JIaHHBIMA O TACCMBHOM IPOHUKHOBEHUU
JAaMUBYJMHA Yepe3 IUIALCHTY.

Iloka3zaHus K NIPUMEHEHHIO
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B3POCIBIX U JACTEH.

IIporuBonokaszanus

* ['MnepuyBCTBUTENBHOCTD K JJAMUBYIUHY WX JIIOOOMY JIpyroMy KOMIIOHEHTY Ipernapara;

. JNETCKUHA BO3pacT 10 3 MecsleB (BCIEACTBUE TOrO, YTO JAHHbBIE 10 NPUMEHEHUIO
npenapara B 3TOM BO3pACTHOM IpyMIe OrpaHUYEHbI);

. PEKO BCTPEYAIOIIAsiCsl HACJEACTBEHHAss HETMEPEeHOCHMOCTh (PYKTO3bI, TIIIOKO30-
rajjakTo3Has MaJibabCcopOLMs MM JePULUT caxapa3bl-u30MallbTa3bl.

IIpumenenne npu 0epeMEHHOCTH M B IEPHO/ IPYJIHOI0 BCKAPMJIMBAHUS

Depmunvrocms

PesynbTaThl HccaenoBaHU Ha )KUBOTHBIX ITOKAa3aJM, YTO JIAMUBYJUH HE OKa3bIBAacT BIUSHUE HA
(bepTUIBHOCTD.

bepemennocmo

Kak npaBuiio, npu NpuHATUN pelieHus 00 NCI0JIb30BaHUN aHTUPETPOBUPYCHBIX MPENapaToB AJs
neuennss BUY-undexnmn y OepeMeHHBIX >KEHIIMH M, KaK CIEJACTBHE, JUIS CHIDKEHHS DPHUCKa
BepTUKaIbHON mnepenaun BUY-nHpexkuun HOBOPOKACHHOMY CIIEAYyeT YYMUTBHIBATH JAaHHBIE
UCCIICIOBAaHUN Ha )KUBOTHBIX, a TAK)KE KIMHUYECKUH OMBIT IPUMEHEHUS y OepeMEHHBIX HKEHIIHH.
HccnenoBanust 1Mo NPUMEHEHHUIO JIAMUBYAMHA Yy JKUBOTHBIX I[IOKa3ajdd YBEIMUYEHUE paHHEH
IMOPHOHAIEHOW CMEPTHOCTH y KPOJIMKOB, OJTHAKO Y KPBIC JaHHBIN 3 ekt He Habmroancs. beuto
YCTaHOBJICHO, YTO Y 4Y€JIOBEKA BO3MOJKHA I€pejada JJaMUBYJMHA Yepe3 IUIALEHTY.

VY GepeMeHHBIX >KEHIIMH, MOJyYaBIIUX JaMUBYAuH, 6oaee 1000 ncxomoB GepeMEeHHOCTH TOCIE
IpUMEHEHUsS BO Bpems mepBoro Tpumectpa u Oosiee 1000 mcxonoB OGepeMEHHOCTH MoOCie
NPUMEHEHHUS BO BpeMs BTOPOrO U TPETbEro TPUMECTpa JAEMOHCTPUPYIOT OTCYTCTBHE
MaJib(hOPMaTUBHOT'O U (PETATLHOIO/HEOHATAIILHOTO BO3ACHCTBUS. JIaMUBYIMH MOKHO IPUHUMATh
BO BpeMsi OEpeMEHHOCTH B ciy4yae KIMHHYECKOH HeoOxoauMocTu. Ha ocHOBaHMH TOCTYMHBIX
JAHHBIX MOXHO CJENaTh BBIBOJ O TOM, YTO NpPU NPHUMEHEHUHU JIAMHUBYJMHA y 4Y€JIOBEKa PUCK
BPO’KJACHHBIX M1aTOJIOTUN MaJIOBEPOSITEH.

Jns BUY-uHQUUUPOBAaHHBIX JKEHIIUH C KO-MH(EKIMel TremaTura, MOJIyYaloUIMX Tepanuio
JAMUBYAMHOM, B CJlydyae HACTYIUICHHs OEpPEeMEHHOCTH CIIeAyeT YYHUTBhIBaTh BO3MOXKHOCTb
peluIrBa refnaTuta nocje npekpamieHus NpuMeHeHNs JaMUBY IMHA.

Mumoxonopuanvras oucgynkyus

B uccnenoBanusix in Vitro u in vivo ObI0 TPOJEMOHCTPUPOBAHO, YTO aHAJOTU HYKJICO3HIOB U
HYKJICOTUIOB CIOCOOHBI BBI3BIBATh IMOBPEXKIECHUS MUTOXOHIPUH pa3iauyHON creneHu. bbum
3apEerucTPUPOBAHbl COOOIICHNUSI O MUTOXOHIPHAIbHON NUCHYHKIMHU y JIeTel, MoaBepraBIInxcs

BO3/ICHICTBUIO aHAJIOTOB HYKJIEO3UIOB BHYTPHUYTPOOHO M/UIJIH B MTOCIEPOJOBOM NEPUOJE.



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 24052022 N= 12153

(NOCNEOQCBATENEHOCTE 0004)

Ilepuoo zpyonozo éckapmnueanus

[Tocie mnpuema BHYTph JaMHUBYAMH BBIICISCTCS B TPYAHOE MOJOKO B KOHIICHTPALUSX,
AQHAJIOTUYHBIX KOHIICHTPALUAM, 0OHApY>KEHHBIM B CHIBOPOTKE KpoBH. Ha 0oCHOBaHMM pe3ylIbTaTOB
ucciaenoBanus Oonee 200 map «mMarb/peOeHOK», momydaBmux Tepanmuio BUY-undexunn,
KOHIIEHTpallusl JIaMUBYAMHA B CBIBOPOTKE KpPOBU JIeTeH, HaxXOJIIIMXCA Ha TPYyAHOM
BCKapMJIMBaHUM y Marepei, momydaBmmx Tepanuio BUY-undexuuu, ouenp HU3ka (< 4 % ot
KOHIIGHTPALlMH B CHIBOPOTKE KPOBU MAaTepH) U MOCTEIICHHO YMEHBIIAETCS IO HEOIPEAEIIeMOTo
YPOBHS IPU JOCTHKEHUH TPYTHBIMH 1€TbMHU 24-HeeNbHOr0 Bo3pacTa. J[aHHble o 6e30macHoCTH
MPUMEHEHHU JIAMUBYIMHA Y JIeTei Miajiiie Tpex MecsieB oTcyTcTBy0T. BUU-unduumnpoBaHHbIM
KCHIMHAM HHU TP KAaKUX OOCTOSTENhCTBAX HE PEKOMEHAYETCS MPOBOJIUTH T'PYAHOE
BCKapMIIMBaHKE BO u30exanue nepenaun BUY pebeHky.

Cnoco0 npuMeHeHMsI U 103bI

I[Ipenapat AMuBHpeH® Ha3HAYAETCS BPAuOM, MMEIOIIUM OMBIT edenus BUU-undexuumu.
IIpenapar AMuBHpeH”® IPHHAMAIOT BHYTPh BHE 3aBUCHMOCTH OT IPHEMA TTHIIH.

J1J1s MaIeHToB, KOTOPBIE UCTIBITHIBAIOT TPYIHOCTH C IPOTJIaThIBAHUEM TaOJIEeTOK, IpeaHa3HAYCHA
JeKapcTBeHHas (hopma pacTBopa [ prueMa BHYTPb.

[Tpu nepexojie OT pexkuMa IIpreMa JiBa pas3a B CyTKH K PeKUMY IIpHeMa OJIMH pa3 B CYyTKHU CIEAyeT
IPUHSTH EPBYIO PEKOMEHAYEMYIO OJIHOKPATHYIO /103y MPUMEPHO depe3 12 4 mocie mnocieaHei
OPUHATOW 03Bl 10 PEXHMY JBYKPaTHOTO TpHEMa, a 3aTeéM MpoAOoJDKaTh NPUHUMATh
PEKOMEHIyEMYIO0 OJJTHOKPATHYIO 03y MpUMepHO Kaxble 24 u. [Ipu Bo3BpaTe K pekuMy mpuema
JIBa pa3a B CYTKHU CJeIyeT NMPUHATh NEPBYI0 PEKOMEHAYEMYIO 103y MO PeXHMY JBYKPAaTHOTO
npueMa MpuMepHo uepe3 24 4 nocie nocie Heil NpuHATON OHOKPATHOM J03bI.

[Tpu nepexone ot npuemMa npenapara B GopMe pacTBOpa K nprueMy mnpernapara B GopMe TadJIETOK,
WK Hao0OpoT, HEOoOXOAMMO ClIeIoBaTh PEKOMEHJIAIMSAM IO JIO3UPOBAHUIO Ipernapara,
YCTAHOBJICHHBIM JUISI K&XKI0H KOHKPETHOM JIeKapCTBEHHON (OPMBI.

B3pocnvie u 0oemu ¢ maccoit mena ne menee 25 ke

Pexomenayemast no3a namuByauHa coctasisieT 300 mr (30 Mi1) B CyTKH. YKa3aHHasi CyTOYHAs 1032
MOXET OBITh pa3ziesieHa Ha fBa mpuema 1o 150 mr (15 mi) win npuHUMaThCst oAHOKpaTHO 1o 300
Mr (30 miT) B CYyTKH.

Ocoobie cpynnul nayuenmos

Jlemu (c maccoii mena menee 25 ke)

Jetn maaamie 3 MecsIeB. HMMeromuxcst JaHHBIX HEOOCTaTOYHO JJISt PCKOMCHAAIIUN PEIKHUMaA

JI03UPOBAHUS.

Jetu ot 3 mecsanes 10 1 rona. Pekomenayemas no3a cocrasisiet 0,5 mit (5 MI/Kr) 1Ba pa3a B CyTKH.

Ecnu pexxuMm mpuema JBa pa3a B CyTKH HEBO3MOXKEH, MOKET OBITh PACCMOTPEHA BO3MOKHOCTD
7
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npuemMa oauH pa3 B cyTku (10 mr/kr/cyTkn) CHGHV%@I:{};T}E%E '“Eﬁgl I:H(-JIII;: ':3]1_'5'1‘31:I ;%%/hnm

MAanuCHTOB JAHHBIC O MPUCME MPLIiapaTa B pCKUME OAWH pa3 B CYTKHU OUCHL OI'PAHUYCHBI.

Heru crapuie 1 roga. Pekomenayemas mo3a cocrapisiet 0,5 Mir/Kr (5 MI/KT) J1Ba pa3a B CyTKH WA

1 mur/kr (10 MI/KT) OJIUH pa3 B CYTKH.

Tayuenmsi noscunozo 6ospacma

JlaHHBIE 1O MPUMEHEHHIO JAMHUBYJMHA Yy JTOW KAaTETOPUM MAIMEHTOB OTCYTCTBYIOT, OJHAKO
clenyeT coOIMroaaTh 0COOYH0 OCTOPOKHOCTh MPHU MPUMEHEHHH y TaKUX MAIlEeHTOB B CBSI3H C
BO3PACTHBIMU U3MEHEHUSAMU, TAKUMHU KaK YXy/IIIeHHEe PYHKIIMU TOYEeK U U3MEHEHUE ITOKa3aTenei
KPOBH.

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

Y manweHToB ¢ HapylieHHeM (QYHKIUHM TMOYEK CPEeIHEH M TSHKEIOW CTENeHW KOHICHTpAIUs
namuByMHA B Tu1a3me kpoBu (AUC) moBskillieHa BCICACTBUE CHIKEHUS KiupeHca. [loatomy mms
TaKUX MAIMEHTOB HEOOXO0JIMMa KOPPEKIHMs J103bl Mpenapara, Kak MoKa3aHO B MPEJCTaBICHHBIX
HIDKE TabIuIax.

PexoMennanmu 1mo nondopy A036l V B3POCABIX U JIETEN ¢ MACCOM HE MeHee 25 Kr

Kanpenc kpeaTunnna IlepBas no3a HoapepxxuBaromas 103a
(Ma1/MuH)
>50 300 mr (30 M) wim 300 mr (30 M) oAMH pa3 B CYTKU WU

150 mr (15 M) 150 mr (15 M) aBa pa3a B CyTKU
ot 30 10 <50 150 mr (15 mi) 150 mr (15 mi1) oJIMH pa3 B CYTKH
ot 15 mo <30 150 mr (15 M) 100 mr (10 M) OfTMH pa3 B CYTKH

or 5 o <15 150 mr (15 mi) 50 mr (5 mu1) OIMH pa3 B CYTKU
MeHee 5 50 mr (5 mu) 25 mr (2,5 mi1) OAMH pa3 B CyTKH

JlaHHbIE O MPUMEHEHNH JTaMUBYANHA Y JETEH C MOYEYHOU HETOCTATOYHOCTBIO OTCYTCTBYIOT.
Crnenyet paccMOTpeTh HEOOXOAMMOCTh CHIKEHUS 10361 H/HIIK yBEIMYCHHsI UHTEpBaJla IpreMa
mpenapara y AeTei B Bo3pacTe He MeHee 3 MecsIleB U BeCOM MeHee 25 KT.

VY nereii ¢ NOYEYHON HEIOCTATOYHOCTHIO PEKOMEHIYETCSI CHUKEHHE 103bl B COOTBETCTBUU C UX
KJIMPEHCOM KpeaTHHa B TOM K€ MPOMOPLUH, UTO U Y B3POCIBIX.

Pexomenmarnmu no noa0opy A036I [T IETENW B BO3PACTE > 3 MECSLIEB U C MAacCOU MeHee 25 Kr

Kaupenc kpeatununa IlepBas 103a IHoanep:xuBalomas 103a
(MJ1/MHUH) P A uiep st A
>50 10 mr/kr nim 10 Mr/Kr ouH pa3 B CyTKH WM

5 mr/kr 5 MI/KT /1Ba pasa B CyTKH

ot 30 1o <50 5 mr/kr 5 MI/KT OOMH pa3 B CYyTKH
ot 15 no <30 5 mr/kr 3,25 Mr/Kr oJIMH pa3 B CyTKH
or5mo<15 5 mr/kr 1,63 MI/KT OJIMH pa3 B CyTKH
MeHee 5 1,63 mr/kr 0,88 Mr/kr ouH pa3 B CyTKH

Iayuenmoi ¢ HapyweHuem hyHKyuu nevyenu
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JlanHble, MOJy4YeHHbIE y MAlMEHTOB C HapylICHHEM r@qe}raEc%e)B{egErlI—ltljﬁlmenEn 'CTeIiTeHH

MOKa3bIBAIOT, YTO JUCHYHKIMS TIEYCHH HE OKa3bIBa€T CYIIECTBEHHOI'O BIMSHUS Ha
(bapMaKOKUHETUKY JIaMUBYIUHA. VICXOAs W3 STHX MAHHBIX, JUIS TAlMEHTOB C HapyIICHHEM
(YHKLNU MEYSHU CPEHEN U TSXKEJION CTeNeHN KOPPEKLUs A03bl He TpeOyeTcs, 3a UCKIII0YEHUEM
CJlydaeB, Korjia HapyleHue GyHKIHUY [IEYSeHH CONIPOBOXKIAETCS HAPYLIEHUEM (PYHKIIUHU OYEK.
Hucmpykuyus no ucnonp306anuio 003upyroue2o unpuya

IIpunaraeMblii JO3UPYIOLIMM LINPHULl NPEJHA3HAYEH NI TOYHOIO OTMEPHUBAHUS HAa3HAYCHHOU

103b1 Ipenapata AMuBKMpen”, pacTBOp I HpUEMa BHYTPb.

1. CHUMUTE KPBIIKY ¢ (IaKkoHa.
2. BcraBpTe 103UpYIONIHIA MITPUIl B OTBEPCTUE (IIaKOHA.
3. [ToTsiHYB 3a MOpIIEHB JO3UPYIOMIETO IITPHIIA, OTMEPHTE TOYHOE KOJHMYECTBO IMEPBOM

HOPLMM OT Ha3HauYeHHOM Bam mosHo#M 10361 penapara.

4, N3Bnekure mmpuil u3 (hiaakoHa.

5. [TomecTrTe KOHYMK IIMPHULA 32 HIEKY M MEAJICHHO HAJaBIMBAalTe Ha MOPUICHDH IINPHIIA,
MOCTETICHHO TIPOTJIaThiBasi mpemnapar. He HagaBnuBaiiTe Ha MOPIIEHb CIUIIKOM CHJIBHO U HE
HanpaBJIsIiTe MIIPUL] HA 33HIO0 CTEHKY IJIOTKH, IT0NalaHke CTPYH PacTBOpa Ha 3a/IHIOI0 CTEHKY
[JIOTKH MOJKET BBI3BaTh YAYIIbE.

6. [ToBTOpUTE 3TaNBl 2-5 10 NOIYUYEHUS TOTHON O3B

7. [Tocne ucnosib30BaHUs M3BICKUTE IIMPUIl U3 (IaKOHA W TIIATEILHO MPOMOWTE YMUCTOM
BOJ10#. [103BOJIBTE MINPHILY TOJIHOCTBIO BEICOXHYTh A0 CIEAYIOIIEr0 UCIOJIb30BaHMS.

8. [TnoTHO 3aKkpoiiTe (IaKoH KPBIIIKOH.

ITob6ouHoe neiicTBue

OnucaHHble HWXKE HEXKENaTeNbHbIE PEaKIHH OTMedYaluch mpu JiedeHun BUY-unbexmm
JAMUBYIUHOM.

HexenarenbHble peakiuy, OLEHEHHbIE KaK CBA3aHHBIE MJIM BO3MOXKHO CBS3aHHBIE C Tepanuei
JIAMUBYMHOM, TIEPEUNCIICHBI HI)KE B COOTBETCTBHH C MOPAKEHUEM OPT'aHOB U CHCTEM OPTaHOB H
4acTOTOH BCTpedaeMocTH. YacToTa BCTPEYaeMOCTH ONPEAETSeTCs CIeayoUM 00pa3oM: OYeHb
gacto (> 1/10), wacro (> 1/100, < 1/10), mewacro (> 1/1000, < 1/100), peako (= 1/10 000, <
1/1000), ouens peaxo (< 1/10000). B npenenax kaxaol KaTeropu 4acTOThl HeXelaTelbHbIe
PEaKIMU TPEACTABICHBI B MOPSAKE YOBIBAaHHS CEPbE3HOCTH.

Yacmoma ecmpeuaemocmu Hedice1amMenbHbIX PeaKyuil

Hapywenus co cmoponul kpogu u tumgamuyeckou cucmembl

Heuacro: HelfTpornienus u aHemus (MHOTJa B TsKeION Gopme), TPOMOOITUTONICHHS.

OdeHb peaKo: UCTHHHAS SPUTPOIIUTAPHAS aTlTa3Hs.

Hapymeyuﬂ CO CMOPOHbBL obmena sewecme u numaHuA
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YacTo: runepiaakTaTeMusl.

OdeHb peaKo: JaKTOAIM103.

Hapywenus co cmoponwvl HepeHoill cucmembl

Yacro: royioBHas 6016, 0SCCOHHUIIA.

Ouenb peako: nepudepuyeckas HelponaTusi, B TOM YUCIIE TaPECTE3HH.

Hapywenus co cmoponul OvixamenvHotl cucmemsl, 0peanos 2pyOHOU KIemKU U Cpe0oCmenUs
YacTo: Kanienab, Ha3aJbHbIE CHMIITOMBI.

Hapywenus co cmoponbl siceny00uHo-KumeuHo2o mpaxkma

Yacro: TOLIHOTA, pPBOTA, O0JIb WM CIIa3Mbl B )KUBOTE, TUApes..

Penko: maHkpeaTHt, MOBBIIICHHE AKTUBHOCTH CHIBOPOTOYHOW aMUIIA3Hl.

Hapywenus co cmoponvl neuenu u scenuesvi800aumux nymet

Heuacro: TPaH3UTOPHOE MOBBILICHHUE AKTUBHOCTH MEYCHOYHBIX bepmMeHToB
ananuHamuHoTpancgepassl (AJIT), acnapraramunotpanchepassl (ACT).

Penxo: renarwur.

Hapywenus co cmopoHbl Kodicu u NOOKONHCHBIX MKAHel

Yacro: Chllb, anonerus.

Penko: aHTHOHEBPOTHYECKHI OTEK.

Hapywenus co cmopoHbl cKeiemHO-MblUeYHOU U COeOUHUMENbHOU MKAHU

Yacro: apTpanrusi, MbIIICUYHbIC HAPYIICHUS.

Penxo: pabpomuonus.

Obwue paccmpolicmea u HapyuieHus 8 mecme 66e0eHUs

YacTo: 9yBCTBO yCTAJIOCTH, HEIOMOTaHHUE, JTUXOPAJIKA.

3aperucTpupoBaHbl  CIlydad pa3BUTHS OCTEOHEKPO3a, B YACTHOCTH, Y IIAIUEHTOB C
oOmenpru3HaHHbBIMU (aKTOpaMu PHUCKa, Ha TpoABUHYTON cramuu BUY-undexuuu wuam npu
JUTUTETTbHOW KOMOWHHUPOBAHHON aHTUPETPOBHPYCHON Tepamuu. YacToTa BCTPEeUuaeMOCTH ITOTO
SIBIICHUSI HEU3BECTHA.

Bo Bpemst mpoBeneHUST aHTHPETPOBUPYCHOM TEpamiy MOXET OTMEYAThCS YBEIHMYCHUE MacCChl
TeNa, a TaK)Ke MOBBIIIEHUE KOHIIEHTPAIIMH TJIFOKO3bI U JIMTIHA0B B KPOBU.

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB C TSKEIbBIM UMMYHOAC(PHUIIMTOM Ha MOMEHT Hadyama
KOMOMHHPOBAaHHOW aHTUPETPOBUPYCHON TEPAITHH BO3MOYKHO Pa3BUTHE BOCIIATMTEILHOM pEaKIINN
Ha (poHE OECCHMITTOMHBIX ONTIIOPTYHUCTHICCKUX HHPESKITUH MITH UX OCTATOYHBIX SBJIICHUH. Takke
OBLIIM 3apPETUCTPUPOBAHBI CIIy4ad Pa3BUTHSA ayTOMMMYHHBIX 3a00JeBaHMM (Hampumep, 00JIe3Hb
['pefiBca, ayTOMMMYHHBIN TemaTuT) Ha (OHE BOCCTAHOBICHUS HMMYHHUTETA, OJHAKO BpeMs
MEPBUYHBIX TTPOSBICHUI BapbUPOBAIIO W 3a00JIEBAHWE MOTJIO BO3HUKATh Yepe3 MHOTO MECSIICB

10CJIe Havaa TepanuH.
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€TH

669 nereiil B Bo3pacte oT 3 MmecsueB A0 17 ner, uapuuupoBanusix BUY-1, koTopble momyyanu
abakaBUp M JIAMUBYAMH OJMH WIM JBa pa3a B CYTKH, NPUHUMAJU y4acTHE B HCCIEIOBAaHUU
ARROW Trial (COL 105677). Y nanueHTOB JETCKOTO BO3pacTa, MPUHUMABIIHX Mpenapar OJuH
WIM JBa pa3a B CYTKH, HE ObUIM BBISIBICHBI JOIMOJIHUTENbHBIE MPOOJIEMBI, CBSI3aHHBIE C
0€30MaCHOCTbI0, 10 CPABHEHUIO CO B3POCIBIMU MAIUEHTAMH.

Ilepeno3upoBka

Cumnmomol u npuzHaxKu

HmeroTcss orpaHWYeHHbIE JTaHHBIE O MOCIEACTBHUSIX OCTPOW NEPEeNO3UPOBKH JaMHUBYIUHA Y
yenoBeka. Cilydad JIETaIbHOIO MCXOJAa HE YCTAHOBJIEHBI, COCTOSHUE BCEX IallUEHTOB
HOopManu3oBasiock. Kakue-nmnbo cnenuduyueckre NPU3HAKM WIM CHMIITOMBI NEPEI03UPOBKH
JAaMHUBYJIMHA HE BBISBICHBI.

Jleuenue

B cnyuae nepeno3upoBKku clieyeT KOHTPOJIUPOBATh COCTOSIHUE MAallMEHTa U 110 He00X0JUMMOCTH
MPOBOJIUTH CTAHJIAPTHYIO MOAJAECPKUBAIOINIYIO Tepanuio. [1oCKoNbKy TaMUBYAMH BBIBOAUTCS U3
OpraHu3Ma C TIOMOIIbIO JAMaNu3a, I JICYCHHUS TEepPEAO3UPOBKA BO3MOXXHO MPHUMEHEHHE
HENPEPHIBHOTO TeMOANANIN3a, OJTHAKO CIEeIUaIbHbIE UCCIIEIOBAHUS HE TPOBOAMUITUCE.
B3aumoneiicTBue ¢ IpyruMu JieKapCTBEHHBIMH CPeICTBAMU

HccnenoBanus 1eKapCTBEHHBIX B3aUMOIEHCTBUIN OBbLIIN IPOBEIEHBI TOJIBKO C YYaCTHEM B3POCIIBIX
MAIUEHTOB.

MeTtabonuueckoe B3aMMOJICICTBIE TaMUBYIUHA C IPYTUMHU MIpenapaTaMu MaJOBEPOSITHO B CBSI3U
C €r0 HE3HAYMUTEIbHBIM METAa00JIM3MOM, OTPAHUYECHHBIM CBSA3bIBAHUEM C OCJIKaMU TIJIa3Mbl KPOBHU
Y TIPAKTUYECKU TOJTHBIM BBIBEICHUEM Yepe3 MOYKH B HEM3MEHEHHOM BHUJIE.

OnHoBpeMeHHOE TPUMEHEHNE KOMOUHAIIMY TPUMETONPUM + cynb(ameTokcazon B 1o3e 160 mr +
800 Mr (KO-TpMMOKCA30J1) MPUBOAMUT K TMOBBIIICHUIO JKCMO3UIMU JaMuByaAuHa Ha 40%, 4TO
00yCIJIOBJIEHO HAJTMUMEM TPUMETONIPUMA; HAJIMYKE CyIb(aMeTOKCca30J1a He OKa3bIBAaeT BIUSHUE HA
(dapMakOKMHETHKY JamMuByaAuHAa. OJHaKo, 3a MCKIOYEHHEM [allMEHTOB C TIOYEYHOM
HEJIOCTAaTOYHOCTHIO, KOPPEKIUS J03bl JaMHUBYJIWHA He TpeOyercs. JlamMuBYIWH He OKa3bIBaeT
BIUSHUE Ha (PapMaKOKMHETHKY TPUMETONpHMa WM cylbhamerokcaszona. B ciywae, xorga
O/IHOBPEMEHHOE TPUMEHEHHE KO-TPUMOKCA30Jia SIBJSIETCS ONpPaBIAaHHBIM, MAIMEHTHI JOKHBI
HaXOAMUTHCS MOJ KIMHUYECKUM HabmoneHuem. CrenyeT m3beratb COBMECTHOTO MPUMEHEHUS
JaMHUBYJIMHA C KO-TPUMOKCA30JIOM B BBICOKMX J103aX JUIsl JICYCHHs] TMTHEBMOHUH, BBI3BAaHHOMN
Pneumocystis jirovecii, u Tokcormiazmo3a.

CrnenyeTr yduThiBaTh BO3MOXKHOCTH B3aWMOJICHCTBUS JIAMUBYAWHA C JPYTHUMH OJHOBPEMEHHO

MPUMCHACMBIMHA JICKAPCTBCHHBIMU IIPCIiapaTaM, B 0COOEHHOCTH TEMH, Y KOTOPBIX OCHOBHBIM
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OpPraHMYeCKUX KaTHOHOB (Hampumep, TpuUMeTonpum). Jlpyrue melCTByOIIME BelIECTBA
(HampuMep, PaHUTUAMH, MUMETUAMH) JIMIIb YaCTHYHO BBIBOJSATCS C TOMOIIBIO yKa3aHHOTO
MeXaHM3Ma M HE B3aMMOJCWCTBYIOT C JIAMHBYAMHOM. AHAJIOTM HYKICO3HJIOB (HAImpuMmep,
TV JIaHO3HH, 3UIOBY/IMH) HE BBIBOJISITCSI TOCPECTBOM JIAHHOTO MEXaHU3Ma, U UX B3aHMOJICHCTBHE
C TaMHUBYJITHOM MaJIOBEPOSTHO.

[Tpu oTHOBpEMEHHOM MPUMEHEHUH JJAMUBYAMHA U 3UI0BYIMHA HAOII0AaeTCsl ymepeHHoe (Ha 28
%) yBenuueHne Cmax 3UIOBYIMHA B IUIa3Me KpoBU, Ipu 3ToM oOmias sxcnozunus (AUC)
CYIIECTBEHHO HE M3MEHSETCS. 3UIOBYMH HE BIUSET HA (apMaKOKUHETUKY JIAMHUBYIHHA.
IIpenapar AMuBupes® He cieayeT IPUHUMATH OJHOBPEMEHHO C IPYTHMH aHAIOTaMU [UTHIMHA,
TaKUMHU KaK SMTPUIMTAONH, B CBSI3U C €r0 CXOACTBOM C JaHHBIMH Ipemnaparamu. Kpome toro,

npenapat AMUBHpeH”

HE cleAyeT MNpUHUMATh C JIIOOBIMH JPYTUMH JIEKapCTBEHHBIMHU
npenapaTamu, CoAep KalliMU JaMUBY IUH.

In vitro namuByAMH HMHTHOMpYeT BHYTpuUKIeToYHOEe (ochopuinpoBanue KiaapuOMHA, YTO
00yclaBIMBaeT MOTCHUUAIBHBIA pPHUCK TMOTepH dS((HEKTUBHOCTH KIAApUOMHA B CiIydae
KOMOMHUPOBAaHUS B YCIOBUSX KIMHUYECKOHN NMpakTUKU. HekoTopele KIMHUYECKHE TaHHbIE TaKKe
HOJTBEPXKIAIOT BO3MOXKHOCTh B3aUMOECHCTBUS MEXK/y JJAMUBYAUHOM U Ki1aapuOuHoM. [ToaTomy
OJIHOBPEMEHHOE PUMEHEHHE JJaMUBY/IMHA U KJIaJprOrHa HE pEKOMEH/I0BaHO.

[Mutoxpom CYP3A He BoOBIIeYeH B METaOOIHM3M JIAMUBYJIHWHA, MMO3TOMY B3aWMOJICUCTBUEC C
JIEKapCTBEHHbIMM IIperapaTamMM, KOTOpble METa0OIM3UPYIOTCS ITOM CHUCTEMOH (Hampumep, ¢
MHTUOUTOpAaMHU MTPOTEa3bl), MAIOBEPOSITHO.

OnHoBpeMeHHOE TTpUMEHEHre pacTBopa copourtona (3,2 1, 10,2 1, 13,4 r) ¢ ogHOKpaTHON 10301
namuByuHa 300 Mr B popMe pacTBopa Juist IpUeMa BHYTPb Y B3pOCIIbIX 3J0POBBIX 100pOBOJIBLIEB
IPUBOAMIIO K JI0303aBUCUMOMY CHMXEHMIO 3Kcno3uimu JamuByanHa (AUCx) Ha 14%, 32% u
36% u Cmax namuByamHa Ha 28%, 52% wu 55%. Ilo Bo3MoOXXHOCTH cienyeT wu30eraTh
OJIHOBPEMEHHOI'O MPUMEHEHMsI JIaMUBYJUHA U COpPOMTOI-COAEpKAIUX MpernapaToB, JIuOO
ClIelyeT pacCMOTPETh BO3MOXKHOCTbH 0OJI€€ YacTOro KOHTpOJis BUpPYyCHOM Harpy3ku BHUY-1 B
cilydasiX, KOrja HEBO3MOXKHO H30eXaThb JUIMTEIbHOTO OJHOBPEMEHHOIO MHPHUMEHEHHS STHX
IIPENapaToB.

OcoOble ykazaHus

[IpuMeHeHue penapaTa AMUBUpPEH® B KaueCTBE MOHOTEPAITHU HE PEKOMEH Y eTCS.

Ilepeoaua BHY-ungexyuu

Xot4 ObUIO JOKa3aHO, 4TO APPEKTUBHOE MOJIABICHUE BUPYCa C MIOMOLIbIO aHTUPETPOBUPYCHON

TE€panuy CyLIECTBEHHO CHMKaeT puck nepenadn BUY npyrum nroasaM Npu MojaoBbIX KOHTAKTAX,
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KCMNEPTHOMY OTYETY

COOTBETCTBYIOIINE MEPHI IIPEJOCTOPOKHOCTH.
Hapywenue ¢pynkyuu nouex

VY manuMeHToB ¢ HapylleHHeM (QYHKIMHM MOYeK CPeJHEH U TSHKENIOW CTeNEeHM KOHIICHTpAIUs
namuByiMHa B 1u1a3me kpoBH (AUC) nmoBsllieHa BCIEICTBUE CHIDKEHUS KIMPEHCa JIaMUBYIMHA,
MO03TOMY TaKUM MAI[UEHTaM TPeOyeTCss KOPPEKIHSI T03bI.

Tpoiinaa nykneozuonas mepanus

bbuin mosydeHbl COOOIIEHHS O BBICOKOW YacTOTE CIy4aeB BHPYCOJOTHYECKOW HEyTauu U
BO3HUKHOBEHUHU PE3UCTEHTHOCTH HA paHHEM 3Talle MpH MpueMe JaMHBYJIMHA B KOMOMHAIIMU C
TeHO(OBHpa AM30MPOKCHIIA (hymMapaToM u abakaBUpOM, a TaKke ¢ TeHO(OBUpaA JU3OMPOKCUIIA
dbymapaToM U AUIAHO3WHOM B PEXKHUME OJIUH Pa3 B CYTKH.

Onnopmynucmuyeckue ungexyuu

YV HalueHTOoB, HOTyYaloIUX IpenapaT AMUBUpPEH”® WM APpyTHe aHTUPETPOBUPYCHBIE IIPEHapaThl,
MOTYT Pa3BUTHCS ONMOPTYHUCTUYECCKHE WH(OEKIMH WIN Ipyrue ocioxkHenus BUY-undexmnmm,
MO3TOMY IMAIMEHTHI JIOJDKHBI HAXOJHUTHCS TI0J] TIIATEIHHBIM HAOIOJCHUEM Bpadei, HMEIOIINX
OTBIT JiedeHus nmanrenToB ¢ BUU-acconumupoBanHbiMU 3a00JI€BaHUSMH.

Hankpeamum

OnucaHpl pefKHe CIydad pa3sBUTHS MAaHKPEAaTHTa IPH NPUMEHEHHM TpenapaTa AMHBHpEH”.
OpnHako He YyCTaHOBJIEHO, BBI3BAHO JIM ATO OCJIOXHEHHE JEHCTBHEM JIEKApPCTBEHHOTrO Ipernapara
WIH SIBJISETCS CJIEJICTBUEM OCHOBHOTrO 3a0oseBanus — BUY-undexuuu. Jleuenue npenaparom
AmuBupen® Heo6XOAUMO HEMEMIEHHO MPEKPATUTh MPH TOABIECHHH KIMHUYECKUX CHMITOMOB
WK JTa0OpaTOPHBIX JTAaHHBIX, CBUICTEIHCTBYIONIMX O Pa3BUTHH MaHKpeaTtuTa (00Jh B )KHBOTE,
TOIIIHOTA, PBOTA HJIU TIOBHINICHUE 3HAUYCHUN OMOXMMHUYECKUX MapkepoB). Ciieqyer MpeKpaTuTh
IpHeM Ipernapara 10 HCKIIOUEHHUs JUarHo3a MaHKpeaTurT.

Jlakmoauuoos u 6vipasxccennan 2enamomezaius co Cmeamo3om

NmeroTcst cooOIIeHHsI O pa3BUTHH JIAKTOAIIN103a U BEIPAKEHHON TeTaTOMETaIMK CO CT€aTO30M, B
TOM YHUCJE€ C JICTAIbHBIM HCXOJOM, BCJIEACTBHE AHTUPETPOBHPYCHOM TEpamuul aHajioraMu
HYKJICO3UJIOB B BHJIE OTIENbHBIX TMpErnaparoB WM B KOMOHMHAIIMM, BKJIIOYas JaMUBYIWH.
[TonoOHbIE SIBIEHUS OTMEUYATHUCH TJIABHBIM 00Pa30M y JKEHIIHH.

Kimmauveckre CHMIITOMBI, KOTOPhIE MOTYT YKa3bIBaTh Ha Pa3BHTHE JIAKTOAITU03a, BKIIOYAIOT
00111y10 c1a00CTh, aHOPEKCHIO, CTPEMUTEIEHYIO0 HEOOBSICHUMYIO TIOTEPIO MACChI TeJla, CAMIITOMBI
MOPAXKECHHSI KEITYAOYHO-KUIIIEYHOTO TpakTa (TOIIHOTa, PBOTa M OONb B JKUBOTE) U OPTraHOB
IbIXaHUs (OJBIIIKA U TAXUITHOY), HEBPOJIOTHYECKHE CUMIITOMBI (BKJIFOUasi MOTOPHYIO C1a00CTh).
Jleyenne aHamoramMm  HYKJICO3UIOB HEOOXOAWMO TPEKpaTUTh B  CiIydyae pPa3BUTHS

CUMIITOMAaTUYECKONW  THUIEpJaKTaTeMUH W METa0OJMYeCKOrOo  allMj103a/JIaKTOAaIN 1032,
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(CMEPTHOMY OTUETY

JlaxkToa1m103 OOBIYHO pa3BUBACTCS IOCIE HECKOJIBKHX MecsleB JedeHus. Cnenyer codbmoaarh
OCTOpPOKHOCTh TPU TPUMEHEHUU AaHAJOrOB HYKJICO3WIOB IS JICUCHHUs JIOO0TO IalueHTa
(0COOEHHO — KEHLIUH C 0XKUPEHUEM) C TellaTOMerajalel, renaTuTOM WM APYTUMH U3BECTHBIMU
(dakTOopaMH pHUCKa IOPAXKEHMsS I[E€YEHH M CTeaTo30M IeYeHM (BKJIoYas MpUMEHEHUe
OTIpeIeIEHHBIX JIEKAPCTBEHHBIX MPENApaToB U yIIOTPEOICHNUE aTKOTOJIs).

Mumoxonopuanvuan Ouc)ynkyus 6 pesynvmame 6HympuympooHozo 6030eicmeus

AHaJIOTU HYKJICO3HUI0B M HYKJIEOTHI0B CIIOCOOHBI BBI3bIBATh PA3JIMUHYIO CTEIIEHb IIOBPEKIACHUS
MHUTOXOH/IPH, 4TO Haubojee SIPKO MPOSABISAETCA NPU NMPUMEHEHUM CTaBYAMHA, TUAAHO3MHA U
3UJIOBYZIMHA. 3aperuCTPUPOBAHbI CIydyal Pa3BUTHSI MUTOXOHApPHAIbHON nuchynkuuun y BUY-
OTPHIIATENBHBIX JAETEH, MOABEPTaBIINXCS BO3ACUCTBUIO aHAJIOTOB HYKJICO3UJOB BHYTPUYTPOOHO
U/WIN TIOCTIe POXKJICHMS; TJIaBHBIM 00pa3oM 3TH Cilydau ObLIM CBSI3aHbl CO CXEMaMH JICYCHHMS,
colepkalluMM  3uA0ByAMH.  OCHOBHBIMH  HEXKENATEIbHBIMU  PEAKUMSIMH  SABIISIIUCH
reMaToJIOTHUECKUE HapylleHus (aHeMusi, HEWTpPONEeHHs) M HapylIeHHUs OOMeHa BEIIEeCTB
(runepnakraTeMusi, TUIEpAUNA3eMus). OTH  HEXelaTelbHblE PEaKIUM YacTo  ObUIM
TPaH3UTOPHBIMU. BBUIM 3aperucTpUpOBaHbl PEAKHUE CIIy4ad HEBPOJIOTMUECKUX PACCTPOMCTB C
[O3/IHUM HavajioM (TOBBILIEHHE TOHYCA MBIIIL, CYAOPOTH, HApYLIEHUs OBEACHNUs). SIBIAIOTCS
JM JaHHbIE HApYyIICHUS TPAH3UTOPHBIMM WM MOCTOSHHBIMM, B HACTOSIIEE BPEMs HEU3BECTHO.
BeposiTHOCTE pa3BUTHA MUTOXOHAPHAILHOW TUCPYHKIUH CIEAyeT paccMaTpHBaTh y JHOOOTO
peGeHKa, NOJBEpraBILErocsi BHYTPUYTPOOHOMY BO3JCHCTBHUIO aHAJIOraMU HYKJIEO3UIOB H
HYKJICOTHUAOB, C BBIP&KEHHBIMH KIMHUYECKHMMH CHUMITOMaMH HESICHOM J3THUOJIOTHH, B
0COOEHHOCTH HEBPOJOTMYECKMMHM paccTpoiicTBamu. lIpencraBieHHble AaHHbIE HE BIMSIOT Ha
TEKyIIHe PEKOMEHJAIMH [0 TPUMEHEHNIO aHTUPETPOBUPYCHOM Tepanuu y OepeMeHHbIX KEHIIUH
JUI TpOMIIAaKTUKY BepTHUKaIbHON nepeaaun BUY-nnpexnmu.

Macca mena u oomen eeujecme

Macca Tena, a Takke KOHIEHTpALUs JIMIUIAOB U IIFOKO3bl KPOBU MOTYT MOBBIIIATHCS BO BpeMs
AHTUPETPOBUPYCHON Tepanuu. OTH U3MEHEHHsS] MOTYT ObITh YaCTUYHO CBSI3aHBI C KOHTPOJIEM
3a0oneBaHus M 00pa3oM >KM3HU. BbulM MosyueHbl JaHHbIE, MOATBEP)KIAIOIIME B HEKOTOPBIX
ClIy4asiX BJIMSHHUE TE€pAlMM HAa KOHLEHTPALHUIO JIMIINJO0B, B OTHOLIEHUH YBEJINYEHHsI MacChl Tela
TakHe JaHHbIE OTCYTCTBYIOT. ClielyeT MPOBOAUTh KOHTPOIb KOHLIEHTPALNHU JIUTTUIOB U TJIFOKO3BI
KPOBH B COOTBETCTBHM C YCTAHOBJICHHBIMH peKoMeHAauusMu no tepanuu BUY-nndeximm.
Hapymenus nunugHoro ooMeHa Heo0X0AMMO KOPPEKTUPOBATh B COOTBETCTBUU C KITMHUUYECKUMHU
IPOSIBIEHUSIMHU.

CllHOpOM 60CCMAHOG/IEHUNL UMMYHUmMEmMA
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AQHTUPETPOBUPYCHOW TEpalmMM BO3MOXKHO pa3BUTHE BOCHAIMTEIBHOW peakuuu Ha (oHe
0ECCUMITOMHBIX ONIOPTYHUCTHYECKUX MHQPEKIUI MM WX OCTATOYHBIX SBJICHHH, YTO MOXKET
CTaTh MPUYMHON CEPHE3HOTO YXYIIICHUS COCTOSHUS WK YCYryOaeHus: cuMnToMaTuKu. OObIYHO
9TH peaklUu BO3HUKAIOT B TEUCHHE IMEPBBIX HECKOJIbKUX HENENb WM MECSIEB MOcie Havala
AHTUPETPOBUPYCHON Tepanuu. TUNMYHBIMU NpUMEpPaMH SIBJISIOTCS LIMUTOMETAJOBUPYCHBIN
PETUHUT, TEHEpaIM30BaHHAs W/WIM oO4aroBas WHQEKIHs, BbI3BaHHAS MHUKOOAKTEPHSIMH, H
HCBMOHHS, BbI3BaHHass Pneumocystis jirovecii (Takke W3BECTHA KaK ITHEBMOLMCTHAS
nHeBMoHusi, [III). IlosiBneHue mOOBIX CHUMIOTOMOB BOCHaleHUS TpeOyeT HEeMEJIEHHOTO
o0cienoBaHus v, P HEOOXOAUMOCTH, JICUCHUSI.

AyTonMMyHHBIE 3a00JieBaHMs (Takue Kak OoJie3Hb ['peliBca M ayTOMMMYHHBIN T€aTUT) TaKkKe
HaOM0IaMCh Ha (JOHE BOCCTAHOBICHUS MMMYHHMTETA, OJTHAKO BPEMS MEPBUYHBIX MPOSBICHUIN
BapbUPOBANIO, U 3a00JI€BaHKE MOTJIO BOSHHKATh YePE3 MHOT'O MECAIIEB MOCIe Havyalla Tepanuu U
MHOTJ]a UMEJIO aTUITUYHOE TEUEHUE.

3abonesanusn neuenu

[TarmenTtsl ¢ XpoHudeckuMm rematutomM B winm  C, mnomydaromue KOMOWHUPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPAIUIO, XapaKTEPU3YIOTCS MOBBIIIEHHBIM PUCKOM Pa3BUTHUS TSKEIbIX U
NOTEHLMAJIbHO JIETAJIBHBIX HEXKENATEeNIbHbIX pEeakUuid CcO CTOpOHBI IeueHH. B  ciyuae
COITYTCTBYIOILIEH TPOTUBOBUPYCHOM Tepanuu renatuta B unu C cienyer Takke 03HaAKOMUTBCS C
COOTBETCTBYIOIIUMHU HHCTPYKUHUSMU MO MIPUMEHEHUIO TAHHBIX JIEKAPCTBEHHBIX MPENapaToB.
Pe3ynbpTaThl KIMHUYECKUX HCCIENOBAHUN M JaHHBIE IOCTPETUCTPALIMOHHOTO HAOIIOIEHUS
YKa3bIBalOT Ha TO, YTO y HEKOTOPBIX MAIMEHTOB C COIYTCTBYIOIIMM XPOHUYECKUM BHUPYCHBIM
renatutom B (HBV) npu orMene nmpenapata AMuBupeH® MOI'yT BO3HHKATh KIMHUYECKHE WU
na0opaTopHble TpPHU3HAKM peIIMBa TemaTuTa, KOTOpble MOTYT HMETh Oojiee TsKelble
MOCJIECTBHS y MALMEHTOB C JEKOMIIEHCUPOBAHHBIM 3a00jieBaHHEM eueHu. B ciaydae oTMeHbI
npenapata AMuBupeH® y TALMEHTOB C CONYTCTBYIOIIMM BHPYCHBIM TemaTHTOM B ciemyer
paccMOTpeTh BO3MOKHOCTb IPOBEACHMSI MNEPUOJUYECKOTO KOHTPOJIS (PYHKIMM TI€UYEHU U
MapKepoB peIUIMKaluu BUpyca renatura B.

VY manueHToB ¢ yXKe CyIECTBYIOIINM HapyIIeHHeM (YHKIIHH TIeUeHH, BKITI0OYas akTUBHYIO popmy
XPOHUYECKOI0 rernaTuTa, OTMEYaeTcsl YBEJIMYEeHHUE YacTOThl HapyHIeHHH (yHKIMM MEeYeHH BO
BpeMs MPOBEICHN KOMOMHUPOBAHHOW aHTHUPETPOBUPYCHOM Tepanuu. Takue maueHThl JOIKHbBI
HAXOJUThCS MO/ HaONIOJEHMEM B COOTBETCTBHHU CO CTaHAAPTHOM KIMHHYECKOW MPAaKTUKOM.
Heo6xoa1nMo paccMOTpeTh BO3MOXXHOCTh TPUOCTAHOBJICHHUS WIIM ITPEKPAIICHNUs JICUYSHHS B ClTyyae
NPOSIBIIEHUH YXY/IIeHNs 3a00JIeBaHNs NTEYEHH y TaKUX MAI[eHTOB.

Ocmeonekpos
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IpUEM TIIOKOKOPTUKOCTEPOUIOB, YMOTPEOJICHUE AJIKOTONS, TSKEIYI0 HMMYHOCYNPECCHUIO,
BBICOKHMI MHJIEKC Macchl Teja), Cyyau OCTEOHEKPO3a Yallle BCEro BCTPEYAINUCh Y MALMEHTOB Ha
npoaBuHyTol craguu BUY-uHbekuuu w/uiav IIUTEIbHO NMPUHUMABIIUX KOMOWHHUPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepanuio. [lanrientam cienayer oOpaTuThCs K Bpady, €CJIM OHU UCIIBITHIBAIOT
00JIM ¥ CKOBAaHHOCTb B CyCTaBaX WJIM TPYJHOCTU IIPU JBUKEHHH.

Caxapnutii ouadem

[TarueHTOB € caxapHbIM AHMa0ETOM ClIeyeT YBEIOMUTh O TOM, UTO J103a [perapaTa i B3pOCIIbIX
(150 mMr = 15 Mi1) cCOIEp>kKHT 3 T caxapo3bl.

[Ipuem npemapara AmuBupen® B QopMe pacTBopa s HpUEMa BHYTPh HPOTUBONOKA3AH
NalMeHTaM C TaKUMH HACJIEICTBEHHBIMH HApYIICHUSMH, KaK HENEPEHOCUMOCTh (DPYKTO3BI,
[IFOKO30-TaJIaKTO3HAsI MajibabcopOIus, Wi IpU AePUIIUTE caXxapas3bl/U30MalbTa3bl.

[Ipenapar AwmuBupen® B QopMme pacTBopa s IIpHeMa BHYTPb TaKXKe COIAEPIKUT
METHJIIAparuApoKCHOEH30aT M TMPONWINAPATUAPOKCUOCH30aT, KOTOPhIE MOTYT BBI3BIBATh
aJIepruuecKue peakiuu (BO3MOXKHO, 3aMEJICHHOTO TUTIA).

B3zaumooeiicmeue ¢ opyzumu 1exkapcmeeHHbIMU CPEOCHEaAMU

[Ipenapatr Amusupen® He clefyeT NPUMEHSATH OJHOBPEMEHHO C MpenapaTaMu, COAEp:KalluMH
JaMHUBYJIUH WIA SMTPULUTAOUH.

[TpumeHeHne TaMUBYIMHA B KOMOWHAIMHU C KJIAAPUOMHOM HE PEKOMEHIYETCS.

Oco0ble rpynnbsl NaMEHTOB

/emu

B kinHMYecKuX UCCIEOBaHMSIX Yy JA€Ted, MOIy4aBIIMX JIAMUBYAUH B (opMe pacTBopa Ijs
pUeMa BHYTPb OJHOBPEMEHHO C JPYIMMM aHTUPETPOBUPYCHBIMU IIpenapaTramMu B Qopme
pacTBopa AJis IpUEMa BHYTPb, 4aCTOTa CYIIPECCUM BUPYCa U DKCIIO3ULUS JaMUBY/IMHA B IIJIa3Me
KpPOBU OBUTM HUXKE, a PE3UCTEHTHOCTh BHpYCa pa3BUBANACh yallle, YeM Y JeTel, MOoIydaBLINX
npemnaparsl B GpopMe TabJIETOK.

[To BO3MOXHOCTH HEOOXOJUMO HCIIOJIB30BATh PEXKHUM AHTUPETPOBUPYCHOW  TEparuu,
BKJIIOYAOLIUI Bce mpemnapaTsl B ¢popme TabneTok. JlaMuByiuH B opme pacTBopa JUlsl preMa
BHYTpPb, TPUMEHSAEMBIH OJHOBPEMEHHO C COPOMTON-COAEPKAIMMHU  JIEKAPCTBEHHBIMU
npenapaTamMu, clielyeT NPUMEHSATh TOJbKO B TEX CIyyasX, KOTJa HEBO3MOXHO MpPHUMEHEHUE
peXHMMa Teparnuu, BKIIOYAIOIIero Bee mpenapaTsl B popme TabiIeToK, U KOr/ia 1Mojib3a MPOBeIeHUs
JIEYEHUs IPEBBIIIAET BO3MOXKHBIE PUCKH, BKIIIOUasi HU3KUI YPOBEHb cylpeccuu Bupyca. Cienyer
paccMOTpeTh HEOOXOIUMOCTh 0Oojiee 4YacToro KOHTpOJsi BHpycHoW Harpy3ku BUY-1 mnpu
OJIHOBPEMEHHOM TPUMEHEHHH JaMHBYJIMHA C JJIUTENIbHO MPUMEHSIEMBIMU COpPOUTOII-

coJIeprKalliMHU IpenapaTaMu.
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CrienuanpHBIX HCCIICAOBAHUM IO M3YYEHUIO BIMSHHUS CPEACTBA Ha CIHOCOOHOCTH YIPABISATh
ABTOMOOWJIEM M JBMKYIIMMUCS MEXaHU3MaMH HE IMPOBOANUIIOCH. Y UUTHIBasA (PapMaKOJIOTHIECKHE
CBOWCTBA JIAMUBY/IMHA, TAKOE BIMSHUE MAJIOBEPOATHO. TeM He MeHee, IPU OLEHKE CIIOCOOHOCTH
HalMeHTa yIpaBisaTh aBTOMOOUIIEM/MEXaHU3MaMU ClIeyeT IPUHUMAaTh BO BHUMaHKE €ro oodiee
COCTOSIHHUE, a TAKXKE XapaKTep HEXKeJNATEeJIbHbIX PEAKIUIl JaMUBYIMHA.

dopMa BbINIYCKa

PactBop anis npuema BHyTph 10 Mr/mit.

Ilepsuunas ynaxoska iexapcmeenno2o npenapama

I[To 240 M7 BO (h1aKOHBI CTEKJIIHHBIE U3 CBETJIOTO MM TEMHOTO CTEKJIa, YKYHOPEHHBIE KPBILIIKON
BUHTOBOM MOJMMEPHON C KOHTPOJIEM MEPBOT0O BCKPhITHA. Ha (hrrakoHbI HaKI€UBalOT STUKETKU U3
Oymaru 3TUKETOYHON WM MHUCYEH, WM U3 TOJIMMEPHBIX MaTEepUAJIOB, CAMOKJIES LIIHECS.
Bmopuunas ynakoeka nekapcmeennozo npenapama

[To 1 ¢nakony BMecTe ¢ MHCTPYKIMEH MO MPUMEHEHHIO M IIIPUIIEM-T03aTOPOM TOMEIIAIOT B
[ayKy W3 KapTOHA JUIsl MOTPeOUTENbCKOM Taphl. [auku moMenaoT B rpyInoByO YIIaKOBKY.
YciaoBus xpaHenust

Xpanuts 1pu Temmeparype He Boiie 25 °C (Bo ¢uiakone).

XpaHUTb B HEJOCTYITHOM IS IETEH MecTe.

Cpoxk rognocTu

2 rona. [Tocne BckpoiTus daakona: 30 qHei.

He npuMeHsATh 10 NCTEYEHNN CPOKA TOJHOCTH.

YciaoBust oTycKka u3 anrexk

OTITyCKAarOT O perenTy.

Baapenen permcrpanmoHHOro yaocropepeHusi/Opranusanusi, NPHHUMAIOIIASA NPETEH3NH
norpeouTesen

AO «DapmacunTe3», Poccus, 664007, Upkyrckas o6i., T. UpkyTck, yi. KpacHorBapaeiickas, 1.
23, oduc 3 / AO «Papmacunresy», Poccus, 664040, r. Upkytck, yi. P. JlrokcemOypr, 1. 184

Ten: 8-800-100-1550

Anpec anexTpoHHO# outsr: info@pharmasyntez.com

IIpousBoaurenn

AO «®Dapmacunres», Poccus.

KOpunnuecknii agpec:

664007, UpkyTckas o61., r. UpkyTck, yi. KpacnorBapaeiickas, a. 23, odpuc 3

Anpec mpOU3BOJCTBEHHON TUIOIAIKH:

r. UpkyTck, ya. P. JlrokcemOypr, 1. 184.
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Paxc: +7 (3952) 55-03-25

Anpec snekTponHO# nouThl: iInfo@pharmasyntez.com

Bune-npesuaeHt
10 Pa3BUTHIO OM3HECA

AQO «DapmacuHTE3» Manbix H.1O.
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