COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 21.05.2024 N= 53893

uHCTRAY Kt MOCNENOBATENBHOCTS 0003)

10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
I'EIITABHP-150

PETMCTPAIIMOHHBIA HOMEP:

TOPTOBOE HAUMEHOBAHHME: I'enitaBup-150.

MEXIYHAPO/JHOE HEITATEHTOBAHHOE njin I'PYIIIIMPOBOYHOE
HAUMEHOBAHMUME: namuBynuH.

JIEKAPCTBEHHAS ®OPMA: Ta0ieTku, HOKPHIThIE TUIEHOYHON 000JI0UKOH.

COCTAB

1 TabneTka, MOKPHITAs TNIEHOYHOW 000JIOUKOM, COMEPKUT:

Oeticmeyiowee seujecmeo. namuBynuH — 150,00 mr;

scnomozamenvhble geujecmesa: Teiono3a Mukpokpuctammmyeckas (MKII[-102) — 106,00 wmr,
kapOokcuMmeTmikpaxman Hatpust — 17,00 mr, maraust creapat — 7,00 mr; o6orouxa — 7,00 mr

(runipomeruiosa — 59,75%, turana guokcun — 31,25%, makporon — 8%, mosmmcopoat-80 — 1%).

OIIMCAHUME
KancynoBuaabie TabIeTKH, MOKPHITHIC TUICHOYHOM 000109K0i Oeoro 1Bera, ¢ TucHenueM «Hy»
Ha OJIHOM cTopoHEe U TUCHEHUEM «30» W pUCKOU Ha Apyrou ctopoHe. Sapo ot Geraoro a0 modTH

0eJloro 1Bera.

ODAPMAKOTEPAIIEBTHUYECKAS I'PYIIIIA: npoTUBOBUPYCHBIE CPEJICTBA CUCTEMHOTO
NeUCTBUS; MPOTUBOBUPYCHBIE CPEACTBA MPSMOTO JICHCTBUS; HYKJICO3UTHBIE U HYKJICOTHUTHBIC

MHTUOUTOPBI 0OPATHOM TPAHCKPHUIITAZBI.

Koa ATX: JOSAF05.

®APMAKOJOI'MYECKHUE CBOMCTBA

dapMakoIMHAMHUKA

Mexanusm Oeiicmeus

JlaMUBYIMH — aHaJOr HYKJIEO03MJOB, OOJalaloONIMii aKTMBHOCTbIO B OTHOLIEHMH BHpYca
umMmyHosiepunurta yenoseka (BMY) u Bupyca renatura B (HBV). JlamuByann noasepraercs
BHYTPUKIIETOYHOMY MeTa00JIM3My ¢ 00pa30BaHMEM aKTUBHOTO ITPOM3BOIHOTO — JAMUBYIUHA 5’-
tpudocdara. OCHOBHOI MeXaHH3M €ro JEHCTBHsS — OJOKMpPOBAHME CHUHTE3a LIETH B Ipolecce
oOparHo#i TpaHckpunimu BUY. Tpudochar oOnagaer ceneKTUBHOM HHTUOHpYIOIIEH

aKTHBHOCTBIO B OTHomIeHHH perukannd BUY-1 u BUY-2 in vitro, a Takke akTHBHOCTBIO B
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aHTaroHucTHyeckue 3(pQGexTsl in VItro mpu 0JHOBPEMEHHOM TPUMEHEHHH JIAMHUBYIUHA U IPYTUX
AHTUPETPOBUPYCHBIX MPEMAPATOB (UCCIICIOBaHHbBIC BEIIECTBA: abaKaBHp, IUIAHO3KUH, HEBUPAITH
Y 3UJIOBY/IMH).

Pe3ucmenmnocmeo

PesucrentHocts BUY-1 k namuByauHy 00ycioBiieHa 3aMeHOH aMUHOKHUCIOTH! M 184V BOIM3M
aKTUBHOTO LIEHTpa BHUpYCHOM oOparHO¥ TpaHckpuntaszbl (OT). JlaHHbII BapuaHT MyTaluu
BCTpEYACTCS KaK B YCIIOBHSIX IN VItro, Tak u y nHpuuupoBanHbix BUU-1 nanueHToB, Noay4aBIInX
aHTUPETPOBUPYCHYIO TEPAINIO, BKIIOYAOLYI0 JaMUBYIUH. [Ipyu myranun M184V 3HaunTensHo
CHIDKAETCS YYBCTBUTEIBHOCTh K JIAMHUBYAMHY W YMEHBIIAETCS CIOCOOHOCTh BHpYyca K
perutukaru in Vitro. B uccnemoBanusx in VItro ObLIO YCTaHOBJIEHO, YTO PE3UCTCHTHBIE K
3UJIOBYIMHY MU30JIATHl BUPYCA MOTYT CTAaHOBUTHCS YYBCTBUTEIBHBIMU K €r0 JIEHCTBUIO, €CIIH Y
TUX H30JIATOB OJHOBPEMEHHO pPAa3BUBAETCA PE3UCTEHTHOCTh K JaMuByauHy. OpHako
KIIMHUYECKOE 3HaYCHHE 3TUX JaHHBIX JI0 HACTOSILEr0 BpEMEHH HE ONPEETICHO.

JlauHble in Vitro, kak mpaBwiIo, YKa3bIBAIOT HA TO, YTO MPOJOJKCHUE IPUMEHEHHS JIAMUBYIUHA B
COCTaBe AaHTUPETPOBUPYCHOM Tepamuu, HECMOTps Ha pa3Butue Myrtauuu M184V, moxer
MPUBECTH K MOSBICHUIO OCTATOYHON aHTUPETPOBUPYCHOMN aKTUBHOCTH (BEPOSATHO, B pe3yibTaTe
YXYALIEHUS PEIUIMKAaTUBHON criocoOHOCTH BUpyca). KnmnHuueckas 3HaUMMOCTh ATUX PE3yJIbTaTOB
HE YCTaHOBJICHA. B NeliCTBUTENBHOCTH, TOCTYIIHbIE KIMHUYECKUE JaHHbIE OYEHb OTPAHUYEHBI U
HE TMO3BOJISIOT ClieNiaTh OJHO3HAYHBIM BBIBOJI B A3TOW oOmactu. B mrobom ciywyae, Havano
npumenenuss HUOT, k koTopbIM BUpPYC BCE €llle YyBCTBHUTENEH, BCErJa JOJDKHO OBITh OoJiee
MIPEANOYTUTEIBHBIM, YEM MPOIOJDKEHUE Tepaiy JaMUBYIMHOM. Takum 00pazoM, Mpo10nKeHHE
Tepanuu JaMUBYAMHOM, HECMOTpsl Ha mosiBieHne mMyrtauuu M184V, ciexayer paccmarpuBaTh
TOJIBKO B ClIy4ae OTCYTCTBUS Apyrux aktuBHbIX HUOT.

Myramus OT M184V nOpuBOIUT K pa3BUTUIO TMEPEKPECTHOM PE3UCTEHTHOCTU TOJBKO K
aHTHPETPOBUPYCHBIM IMpenaparaM Kiacca HyKJICO3UAHBIX MHTUOUTOPOB. 3UIOBYANH U CTaBYIUH
COXPaHSIOT aHTUPETPOBUPYCHYIO aKTUBHOCTh B OTHOLIEHHH ITaMMOoB BY-1, pe3ucTeHTHBIX K
namMuByIuHY. AOakaBUp COXpaHSET aHTUPETPOBUPYCHYIO aKTHMBHOCTH B OTHOIICHHH ILITAMMOB
BUU-1, pe3ucTeHTHBIX K JaMHUBYAHHY U OONaaromux ToJibko myTanueid M184V. Illtammer ¢
myranueir OT M184V neMoHCTpUpPYIOT MEHee ueM 4-KpaTHOE CHHIKEHUE YYBCTBUTEIBHOCTH K
JUAaHO3WHY; KIMHUYECKOE 3HAUYCHUE ITUX JaHHBIX HEM3BECTHO. TeCThl HA YYBCTBUTEIBHOCTH IN
VItr0 He OBUIM CTaHAAPTH30BaHbI, U UX PE3yIbTaThl MOTYT BapbUPOBATh B 3aBUCHMOCTH OT
METOJI0JIOTMYECKHX (PaKTOPOB.

In vitro namMuByaMH OKa3bIBaeT claboe LUTOTOKCHYECKOE JICHCTBHE HA JIMMQOIHUTHI

nepudepuyeckoid KpoBH, Ha YCTOHYMBBIE JTUMQOLUTAPHBIE U MOHOIMTAPHO-MaKpodaraibHble
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DapMaKOKHHETHKA

Bcacvieanue

JlaMUBYIMH XOpOIIO BCACHIBACTCS W3 IKEIYAOYHO-KUIIEYHOTO TPaKTa, OHOJOCTYIMHOCTh
JAMHUBYAHMHA Y B3POCIBIX IOCE IpuemMa BHYTpb oObrdHO coctaBisier 80-85%. Ilocne mpuema
BHYTph cpeaHee BpeMs (fmax) MOCTMDKEHHMS MaKCHMMAJIbHOW KOHILICHTPALUMHM JIAMHBYJIMHA B
ceiBOpoTKEe KpOBH (Cmax) cocTaBisieT okojo 1 4. Ha ocHOBaHWM [aHHBIX, MOJYyYEHHBIX B
UCCIIEIOBAaHUH C YYACTHEM 3/I0POBBIX I0OPOBOJIBIIEB, IPU MPUEME TepaneBTUYECKOi 70361 150 Mr
nBa pasza B cytku cpensssi (KB — koadduiment Bapuaruu) paBHoBeCHast KOHIEHTPAUS Cmax U
Cmin JTaMUByIMHA B Tuta3Me KpoBU cocrtaBisieT 1,2 mixr/miu (24%) u 0,09 mrr/mi (27%)
cootBerctBeHHO. Cpemnsss (KB) AUC (twromame mox  (hapMaKOKWHETHYECKOH KPUBOM
«KOHILIEHTpalMsI-BpeMs») B UHTEpBasie Mex Ay npuemamu 12 4 coctasnser 4,7 Mxrxu/mi (18%).
[Ipu TepanesTrueckoii no3e 300 mr oauH pa3 B cytku cpenusis (KB) paBHOBecHas KOHIIEHTpaIys
Cmax, Cmin 1 AUC B mHTepBanie Mexay npuemMamu 24 9 cocrapistor 2,0 Mxr/mia (26%), 0,04

MKr/MI (34%) u 8,9 Mxrxu/mi (21%) cOOTBETCTBEHHO.

Tabnerka ¢ mo3upoBkoi JamuByauHa 150 M OMOPKBHUBajIeHTHA Ta0neTke ¢ g03upoBkoi 300 Mr
B oTHOIIEHUH AUC, Cmax 1 tmax, 3HAYEHHS YKa3aHHBIX ITapaMeTPOB JIJIsl TAOJIETKH C TO3UPOBKOM
150 mMr u 300 Mr oTIMYArOTCS MPOTMOPIUOHAIBHO n03€e. [IpuMeHeHne namMuByauHaA B (opMme
TabJieTOK OMOAKBUBAJIEHTHO MPUMEHEHUIO JJAMUBYIMHA B (hopMe pacTBOpa Ui IpreMa BHYTPh B
otHomeHUH AUCy, 1 Cmax Y B3pOCIBIX MAIIMEHTOB. MeX Ay B3pOCIbIMH MallMEHTaMH U JETbMHU
HaOJI0JAIMCh Pa3JINyus B CTENEHH BcachiBaHUs (cM. «OcoOble TPYIIIbI MAlUEHTOBY).

[Ipuem naMuBy/nrMHa BMECTE C MUIIEH BBI3BIBACT YBeIHUEHUE {max U cHUKEHHE Cmax (Ha 47%),
OJIHaKO He BJIMSET Ha OOIIyI0 cTeneHb abcopOIuy IaMUBYIMHA (PACCUUTAHHYIO HA OCHOBaHHUU
Beanuuasl AUC).

He oxwupaercs, 4to npreM M3MeIbYeHHBIX Ta0JIeTOK ¢ HEOOJBIINM KOJIHYECTBOM IOIYTBEPIOM
MUY WY SKUJIKOCTH MOBIUSET HAa (papMaKoIOTMUECKUE CBOMCTBA Mpenapara H, clIe0BaTeNbHO,
Ha  KIMHUYecKHH  3ddekr. DTOT BbIBOJA OCHOBaH Ha  (U3MKO-XMMHUYECKUX U
(hapMaKOKUHETHUECKUX JaHHBIX MPU YCIOBUH, YTO MAIIMEHT U3MENbYaeT U CMEIINBACT C MUIIeH
win KuaKkocThio 100% TabneTku, U MpUHUMAET He3aMeATUTENbHO.

CoBMecTHOE MPUMEHEHUE 3UJIOBYJIMHA MPUBOAMUT K YBEJIMYEHHUIO SKCIO3UIIMU 3UJIOBY/IMHA Ha
13% u yBenMueHUI0 MaKCUMaJIbHOW KOHLEHTPALMU B IJIa3Me KpoBH Ha 28%. DTO sBIEHUE HE
CUMUTAETCS 3HAYUMBIM ISl 0€30TIaCHOCTH TMAIMEHTOB U, CJIEI0OBATENbHO, HE TPeOyeT KOPPEKITUU
703.

Pacnpeoenenue

Ilo pgaHHBIM KIMHMYECKHUX MCCIIEI0BaHUI IIpu BHYTPHUBCHHOM BBCIACHHUU CpCI[HI/Iﬁ 00BeM
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7 4. CpenHull CHUCTEMHBIH KIUPEHC JaMHUBYIMHA COCTaBisieT mpuOmmsurensHo 0,32 ji/d/kr,
OOJIBIIYI0 YacThb KOTOPOTO COCTAaBJISAECT IIOYEYHBIM KIMPEHC Yepe3 CHCTEMY TpaHCIoOpTa
OpraHu4yecKux KaTuoHoB (6omee 70%).

JlaMUBYTUH TIPOSIBIIICT JIMHEHHYIO (apMaKOKHHETUKY NMPH MPUMEHCHHH B TEPAIIEBTUYECKOM
JMarna3oHe 703 W HHU3KYIO CTEIEHb CBSA3BIBAHUS C OCHOBHBIM O€JIKOM IIJ1a3Mbl KPOBH -
anbOyMuHOM (<16%-36% 10 CpaBHEHHIO C CHIBOPOTOYHBIM aJIbOYMHUHOM B HCCIICAOBAHHUSX IN
vitro).

OrpaHndeHHbIC JaHHBIC YKA3bIBAIOT HA TO, YTO JIAMUBY/IMH MMPOHUKAET B IEHTPATHHYIO HEPBHYIO
CHUCTEMY W CHHUHHOMO3TOBYIO XuAKkocTh (CMIK). Uepes 2-4 4 mocie mepopajibHOTO IMpuemMa
COOTHOIIIEHUE KOHIEHTpauuu JamuByauHa B CMK u cbIBOpOTKE KpPOBU B CPETHEM COCTABIISIIO
npubnausutensHo 0,12. McTuHHAs cTeneHb NMPOHMKHOBEHMS, a TAKXKE CBS3b C KIMHUYECKOU
3¢ (HEKTUBHOCTHIO HEM3BECTHBI.

Buompancghopmavyun

AxTuBHasg ¢opMa JaMUBYIMHA — BHYTPUKJIETOYHBIN JJaMUBYIuHA Tpudocdar — obnagaer Oonee
JUTUTEIIbHBIM KOHEUHBIM TIEPHOJIOM TOJIYBBIBEJACHUSI M3 KJIeToK (16-19 4) mo cpaBHEHHIO C
MEPUOOM TOTYBBIBEJICHHUS €T0 U3 T1a3Mbl KpoBH (5-7 4). CorjacHO TaHHBIM, TIOJy4YeHHBIM y 60
B3POCIHBIX 3J0POBBIX JOOPOBOJBIEB, (hapMaKOKMHETHYECKUE TapaMeTpbl JIaMUBYIMHA B
PaBHOBECHOM COCTOSIHUM IpH IipueMe B 103¢ 300 Mr OJuH pa3 B CYTKH YKBHUBAJICHTHBI TAKOBBIM
nipu npueme B go03e 150 mr 18a pasza B cytku B oTHOIIEHUN AUC24 U Cmax UISI BHYTPUKIIETOYHOTO
naMuByuHa Tpudocdara.

JlaMUBYIUH MPEUMYLIECTBEHHO BBIBOJUTCS B HEM3MEHEHHOM BHJE NOYKaMu. MeTaboaudeckue
B3aMMO/ICHCTBUS JIAMUBY/IMHA C IPYTUMH JIEKAPCTBEHHBIMU ITperapaTaMy MaJloBEPOSTHBI BBUY
HE3HAYUTENIbHOTO MeTabonu3ma B nedeHu (5-10%) u HU3KOW cTeneHu CBSA3bIBaHUA C OenKamMu
J1a3Mbl KPOBHU.

Buiseoenue

B uccrnenoBanusax ¢ yyactueM MalMeHTOB C MOYEYHOU HEIOCTATOYHOCTHIO OBLIO MOKAa3aHO, YTO
HapylieHne (YHKIMM TOYeK BJIMSET HA BBIBEACHHME JIaMUBYAWHA. PexoMeHIyeMblil pexuM
JO3UPOBaHUS 7S MALMEHTOB C KIIMPEHCOM KpeaTuHWHa MeHee 50 MII/MUH MPUBEICH B pasJiene
«Croco6 NpUMEHEHUs U A03bD».

B3aumopeiictBue ¢ TpUMETONPUMOM — KOMIIOHEHTOM KO-TPUMOKCA30ja — TMPUBOJUT K
MOBBIIICHUIO SKCIO3ULINK JaMUBYIMHA Ha 40% Npu NPUMEHEHUH B TEPANIEBTUYECKUX J03aX. TeM
HE MEHEe, 3a UCKIIOYEHHEM IalMEHTOB C MOYEYHOW HEIOCTATOYHOCTBIO, KOPPEKIMs J03bl HE
Tpebyetcs. CneayeT TIIATENBHO OIEHWBATh BO3MOXKHOCTH OJHOBPEMEHHOTO NMPHUMEHEHUS KO-

TPUMOKCA30Jia C JIaMUBYJIUHOM Yy TAIUCHTOB C MOYEYHON HEJOCTATOUYHOCTBIO.
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[emu

AOcomoTHas OHOJOCTYMHOCTh JaMmuBYyAWHA (mpuMepHo 58-66%) Obuta Huxke u Ooisee
BapuabenpHa y gnered mumamme 12 ner. [lpuwem mamuByamHa y nereir B (opme TabIeTOK
OJIHOBPEMCHHO C JPYTUMHU aHTHPETPOBUPYCHBIMHU TIperapaTaMu B popMe TabIeTOK 00ecieunBa
6ostee Boicokue 3HauCHUS AUC, 1 Cimax TAMUBY/IMHA B IIa3ME KPOBH 10 CPABHEHHUIO C pACTBOPOM
Ul TIpUeMa BHYTPb, NPUHUMAEMBIM OJHOBPEMEHHO C JPYITHMH aHTHPETPOBUPYCHBIMH
npernaparamu B GopMme pacTBopa JUis IprueMa BHYTPb. Y JIETeH, MOTy4aBIINX JAMUBYIUH B popme
pacTBopa Il TpueMa BHYTPbh B COOTBETCTBUU C PEKOMEHJIOBAHHBIM PEKHUMOM JIO3UPOBAHUS,
ObLTa TOCTUTHYTA SKCIIO3HIIHS JTAMHUBYIWHA B TUTa3ME KPOBH, 3HAYCHUS KOTOPOH HAXOJWIHCH B
JMarma30He, MOJIYYeHHOM Y B3POCIBIX MAIUEHTOB. Y JETeH, MPUHUMABIINX JaMHUBYAUH B (hopMe
TabJIETOK B COOTBETCTBUM C PEKOMEHIOBAHHBIM DPEXKHUMOM JIO3UPOBAHHS, OKCIIO3HIIUS
JAMUBYJIMHA B TUTa3Me KPOBH ObLIa BBINIE, YeM Y JIETSH, MPUHUMABIINX JIAMUBYIHH B (Gopme
pacTBopa JuIs IpreMa BHYTpPb, MTOCKOJIBKY IIPH MTpHeMe mpemnapata B (hopMe TaOJIeTOK MaueHThI
MOJTy4aroT OoJiee BBICOKHE 03Bl B IepecyeTe Ha MI/KT MacChl Teia, M JIAMHBYAWH B (hopme
TaOJETOK XapakTepuszyercs 0oJiee BBICOKOH OHOIOCTYMHOCTHIO. DapMaKOKMHETHYECKUE
WCCIIe/IOBaHUS IPUMEHCHUS JJAMHUBYIMHA y NieTeid B (hopMe pacTBopa sl ipuemMa BHYTPh H B
dbopme TaONETOK TMMOKa3ajaW, 4YTO TPHUEM IMpernapara OJWH pa3 B CYTKH JKBUBAICHTEH IO
nokazatento AUCo24 mpuemy npenapara JBa pa3a B CYTKH NPU OJUHAKOBOW OOIIEH CyTOYHOM
nose. JlanHple 1O (apMaKOKMHETHWKE Iperapara y JeTed B BO3pacTe Miajie 3 MecsIeB
OrpaHUYCHBL. Y HOBOPOXKJCHHBIX HA NIEPBOW HeJeNe )KU3HU KIMPEHC JIAMUBYIMHA TIPU TIPUEME
BHYTpPb OBLII CHIDKEH TI0 CPABHEHHIO C JIEThMU 00Jiee CTapIIero Bo3pacTa, BEPOsSTHO, BCICACTBUE
HE3PEIOCTH BBIICIUTEILHON (DYHKIIUU TIOYEK M HEIIOCTOSIHCTBA MoKa3aTesneit abcopOiuu. Takum
o0Opa3oMm, il JOCTIMDKEHHSI JKCIIO3MIIUH, CXOJHOW C TaKOBOW Yy B3pOCIHBIX U JETeH,
PEKOMEHIOBaHHasl J103a JIjIsl HOBOPOXKIACHHBIX COCTABIISICT 2 MI/KT JIBa pa3a B CyTKH. JlaHHBIE TIO
MPUMEHEHHIO MTperapara y HOBOPOXKJICHHBIX B BO3pacTe crapiie | Helelnu OTCYyTCTBYIOT.
Iayuenmut noxcunozo eozpacma

JlanHbIe 110 (hapMaKOKWHETHKE JJAMUBYIMHA Y MAIUEHTOB CTapIe 65 JIET OTCYTCTBYIOT.
Ilayuenmut c napywienuem Qynkyuu nouex

VY manueHToB ¢ HapylieHHeM (YHKIIMM TOYEK KOHIICHTpAIHs JIAMUBYJWHA B TUIa3ME KPOBHU
(AUC) noBsllieHa BCIEICTBUE CHIKEHHOTO KiupeHca. Takum o0pa3om, marreHTaM ¢ KIHPEeHCOM
KkpeaTuHHHA MeHee 50 MJI/MUH HEO0OXO0JMMO YMEHbIIIEHUE J03bI IAMUBYIMHA.

Ilayuenmul c napywienuem ynKyuu nevenu

JlaHHBIE O TPUMEHEHUH JIAMUBY/IMHA y TIAIUEHTOB CO CPEIHEH U TSHKEION CTETIEHbIO HApYIICHUS

(pYHKI_II/II/I MNEYCHU CBUACTCIBLCTBYIOT O TOM, YTO HAPYIICHHUC (I)yHI(I_II/II/I MEYCHU CYHICCTBCHHO HC
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BJIUACT Ha q)apMaKOKI/IHeTI/IKy JJaMUBYIHWHA.

bepemennocmeo

dapMakOKMHETHKA JTAMUBYHHA P OEPEMEHHOCTH HE OTJIMYAETCS OT €ro (hapMaKOKUHETHKH B
ciydae oTcyTcTBUs OepeMeHHOcTH. KoHIeHTpalus 1aMuBy/IMHa B CBIBOPOTKE KPOBH JETEH MpuU
poxJieHuH Oblila aHAJIOTHYHA TaKOBOM B CHIBOPOTKE KPOBH MAaTe€pU U IYIIOBUHHON KpPOBU Ha
MOMEHT pPOJOpa3pelieHusi, YTO COIJIaCyeTcsl € JAaHHBIMM O IACCUBHOM IPOHUKHOBEHHH

JJaMUBY/IMHA Y€pe3 IIIAllCHTY.

MMOKA3AHUSA K NIPUMEHEHUWIO

Jleuenue BUY-undexnuu B cocraBe KOMOMHHPOBAHHOW AaHTUPETPOBUPYCHOM Tepanuu y
B3POCIBIX U JETEM.

MMPOTUBOINIOKA3AHUA

. ['unep4yyBCTBUTENBHOCTD K JTAMUBYAUHY WK JTOOOMY IpyroMy KOMIIOHEHTY IIpernapara.
B crnenyromux coyyasx mpuMeHEHHE IpernapaTa B JIeKapCTBEHHOHN Gpopme TabieTKh HEBO3MOKHO
B CBS3M C HEOOXOJAMMOCTHIO KOPPEKIUH J03bl; B JAHHBIX CIy4assX CJEAyeT HCII0JIb30BaTh
mpenapar B JIEKapCTBEHHOW (opme pacTtBop s mpuema BHYTPH (cMm. pasmen «Crmoco0
MPUMEHEHHUSI U JI03bI»):

. JIETH C Maccoi Tena MmeHee 14 Kr (14 JaHHOM JIeKapCTBEHHOW (POPMBI);

. JIETH C Maccoi Tenma oT 14 Kr 10 MeHee 25 KT 1 HapylmeHrneM (yHKITUU ToYeK (U1 JaHHOI
JIEKapCTBEHHOU (POpPMBI);

. B3pOCIIbIE U JIETH C Maccod Teja He MEeHee 25 KI' U HapylleHHeM (QYHKIHUU MOYEK MPHU

KJIMpeHce KpeaTuHUHA MeHee 30 Mu/MuH (U1 JaHHOM JIEKapCTBEHHOU (DOPMBI).

INPUMEHEHHUE IIPU BEPEMEHHOCTH MW B IIEPHOJ TIPYAHOI'O
BCKAPMJIUBAHUS, BIUAHUE HA ®EPTUJIBHOCTD

bepemenHoCTH

Kak npaBuiio, npu NpuHATUH pereHus 00 UCII0JIb30BaHUH aHTUPETPOBUPYCHBIX NPENapaToB s
neuenust BUY-undexnun y OGepeMEHHbIX JKEHIIMH M, KaK CJIEJICTBHE, JUIsl CHM)KEHHMs PHUCKa
BepTUKaIbHON mnepenaun BUY-uHpekuym HOBOPOXKIACHHOMY CJEIyeT Y4YUTHIBAaTh JaHHbIE
UCCIIeIOBaHUI Ha )UBOTHBIX, a TAK)KE KIMHUYECKUHN OMBIT IPUMEHEHHsI y OepeMEeHHBIX )KESHIIHH.
HccnenoBanus mo NPUMEHEHUIO JIAMUBYIMHA Yy JKMBOTHBIX IIOKa3ajad YBEJINYEHHE pPaHHEU
SMOPHOHAIBHONW CMEPTHOCTH Y KPOJIMKOB, OJTHAKO Y KPBIC TaHHBIHN 3¢ ¢ekT He Habaronancs. bouio
YCTaHOBJIEHO, YTO Yy Y€JIOBEKA BO3MOKHA NIEpejada JaMUBYANHA YePe3 IUIALECHTY.

VY GepeMeHHBIX JKEHILWH, MOJy4aBIIuX JaMuByauH, 6os1ee 1000 ucxoqoB 6epeMeHHOCTH Mocie

IpUMEHEHHsI BO BpeMsi mepBoro tpumectpa u Oonee 1000 mcxomoB OGepeMEHHOCTH MOCIE



ot 21.05.2024 N= 53893

MPUMEHEHHUSI BO BpPEMS BTOPOrO MW TPETHELO Tpﬁﬂ&;plE‘%Q&SJéWy%gTa HYQE%BHG

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Manb(popMaTUBHOTO M (PEeTaTbHOTO/HEOHATAIHHOTO BO3JEWCTBUS. JIEKapCTBEHHBIM mpenapaT
I'entaBup-150 MOXXHO nNpUHMMATh BO BpeMsl OEPEMEHHOCTH B Cllydae KIMHHUYECKOM
HeoOxoauMocTu. Ha OCHOBaHMM JOCTYIHBIX JaHHBIX MOXKHO CAETAaTh BBIBOJ O TOM, YTO TPH
IIPUMEHEHUH JJAMUBYIMHA Y YEJIOBEKA PUCK BPOXKJIEHHBIX I1ATOJIOIMM MaJIOBEPOSITEH.

Hnss BUY-uHGUIMPOBAaHHBIX KEHIIMH C KO-MH(EKIHell BUPYyCcOM TemaTHTa, MOIydarolmInx
TEpanuio JIAMUBYJMHOM, B CJIy4ae HACTYIUICHHS OCpEMEHHOCTH CIEAYeT YYUTHIBATh
BO3MOXHOCTb PELIMMBA reraTUTa 1ociie MpeKpameHus: IpUMEHEHUs JIaMUBY/IMHA.
Mumoxonopuanvnas oucynkuyus

B uccaenoBanusix in Vitro u in vivo ObLIO TPOJEMOHCTPUPOBAHO, YTO AHAJIOTH HYKJICO3HIOB H
HYKJIEOTH/IOB CIIOCOOHBI BBI3bIBaTh IMOBPEXKJEHUS MUTOXOHJPUN pa3nuyHOM creneHu. buiam
3aperucTpUpOBaHbl COOOIIEHHSI 0 MUTOXOHIPHAILHON NMUCHYHKIMK Y A€Tel, MOABEpPraBIINXCS
BO3JICHCTBUIO aHAJIIOTOB HYKJIEO3UI0B BHYTPUYTPOOHO M/WIIH B MOCIEPOIOBOM MEPUOJE.
Ilepuon rpyaHoro BckapMJauBaHUA

[locne mnpuema BHYTPh JAMUBYIUH BBIJENAETCS B TIPyJHOE MOJIOKO B KOHIIEHTpAlUX,
aQHAJIOTMYHBIX KOHLEHTPALIMSAM, 0OHApY>KEHHBIM B CHIBOPOTKE KpoBU. Ha ocHOBaHUU pe3yabTaToB
uccnenoanuss Oomnee 200 map «Marb/peGeHOK», Tosy4aBImuX Tepanuio BUY-undexnun,
KOHLIEHTpAllMs JIaMUBYAMHA B CBIBOPOTKE KPOBH JETeH, HaXOISIIUMXCA Ha TPYJHOM
BCKapMJIMBaHUU y MaTepei, monydaBmux tepanuio BUY-undexkuun, ouenr Huzka (<4% ot
KOHLIEHTPALIUU B CHIBOPOTKE KPOBU MAaTEPH) M MOCTEIIEHHO YMEHBIIACTCS IO HEONPEAesieMOro
YPOBHS P TOCTUKEHUH TPYTHBIMU A€TbMHU 24-HeIeNbHOT0 Bo3pacTa. JlaHHbIe 10 6€30MacHOCTH
MIPUMEHEHUS JIAMUBYIMHA Y IETeH MITaJIIIe Tpex MecsieB OTCyTcTBYIOT. BUU-unduumrpoBaHHbIM
KEHIIMHAM HU TpU KaKUX OOCTOSTENbCTBAX HE PEKOMEHAYETCS MPOBOAUTH TPYIHOE
BCKapMIIMBaHue BO u3z0Oexanue nepenaun BIUY pebeHky.

DepTIILHOCTH

Pe3ynbTathl nccinenoBaHuil Ha KUBOTHBIX MMOKA3alld, YTO JIAMUBYJIUH HE OKa3bIBAeT BIHMSIHHUE HA

(hepTUIBHOCTD.

CIIOCOB ITPUMEHEHMUSA U /103b1

IIpenapar I'entaBup-150 momkeH Ha3HauyaTbecs BpayoM, HMMEIOLIUM OMNBIT JiedeHuss BUY-
UHQEKIUH.

[Tpenapat I'entaBup-150 npuHMMaOT BHYTPh BHE 3aBUCUMOCTH OT IpUeMa MUIIIH.

Jlnst oOecrieyeHnss TOUHOCTH JIO3UPOBAHUS MperapaTa TabIeTKH pPEeKOMEH]IyeTCsl POTrIaThIBaTh
MOJIHOCTBIO, 0€3 u3MenbueHus. J[Is NanueHTOB, KOTOpbIE MCIBITBIBAIOT TPYAHOCTH C

MporjIaTbIBAHUEM TaGJICTOK, MpeaHa3sHa4YCHa JICKAPCTBCHHAA (popMa pacTBOpa Id IMpUCMa



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
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BHYTpb. B KauyecTBe aibTepHATHUBBI JOMYCKAETCS nsﬂa@&&&ﬁz@%ﬂé&'ﬁ%&ﬁ%m

MEepPEeMEIIMBaHUEM C HEOOJBITUM KOJMYECTBOM TOJYTBEPAON MHIU WM JKUJIKOCTH, TIPU ITOM
MOJYYCHHYIO0 CMECh HE0OXOMMO MPUHSATHh BHYTPb MOJHOCTHIO U HE3aMEJIUTEIBHO.
[Ipumenenue npenapara B popme TabJIETOK y IeTeH ¢ Maccoil Tesia MeHee 14 Kr NpoTUBOIIOKA3aHO
B CBSI3M C HEBO3MOKHOCTBIO KOPPEKIIMH J103bl B 3aBUCUMOCTH OT Macchl Tena. JleTsaM ¢ maccoit
Tema MeHee 14 Kr cienyeT Ha3Ha4YaTh mpenapar B popme pacTBopa Ui IpreMa BHYTPb.

[Ipu nepexone ot pexxrma rprueMa Jia paza B CyTKHM K peKUMY IIpHeMa OJIUH pa3 B CYTKH CIEyeT
MIPUHATH TIEPBYIO PEKOMEHIYEMYIO OJHOKPATHYIO 103y MPUMEPHO 4epe3 12 4 moce nmocienHen
MPUHATON 10361 TI0 PEKHUMY JBYKPAaTHOTO TIpUe€Ma, a 3aTeéM IMPOJI0JDKAaTh NPUHUMATh
PEKOMEHIyEMYIO OJHOKPATHYIO 103y NMPUMEpPHO Kaxabie 24 4. [Ipu Bo3BpaTe K pexumMy mprema
JIBa pa3a B CYTKH CIEIyeT MPUHATH MEPBYI0 PEKOMEHIYEMYIO JI03Yy TI0 PEXUMY IBYKPATHOTO
IpueMa MpUMEPHO 4yepe3 24 4 nocie nocieHeN MPUHATON OTHOKPATHOM JT03bI.

[Tpu nepexonae oT mpuema npenapara B GopMe pacTBOpa K pueMy npemnapara B popme TabIeToK,
Wi HaoOOpOT, HEOOXOAMMO CIIEJIOBaTh PEKOMEHIAlMsIM [0 JO3MPOBAaHUIO Ipernapara,
YCTaHOBJIEHHBIM I Ka)KJ0W KOHKPETHOM JIEKapCTBEHHOM (POPMBL.

B3pocnvie u 0emu ¢ maccoit mena ne menee 25 k2

Pexomenayemast no3a mamuByanHa coctasisier 300 mr B cytku: o 150 Mr 1Ba pasza B CyTKH WU
o 300 Mr oguH pa3 B CyTKH.

Oco0ble rpynnbl NAMEHTOB

Hemu c maccoit mena om 14 kz 0o <20 ke

Pexomenyemas o0rmias cyrodHas 03a JaMUBYIMHA cocTaBiseT 150 mr:

- 1/, Tabnerku 150 Mr (75 mr) 2 pa3a B CyTKH MU

- 1 nenas Tabnerka 150 mr 1 pa3 B CyTkH.

Hemu c maccoit mena om =20 kz 0o <25 kz

Pexomenayemas oOmiasi cyTouHasi 03a JJaMUBYIMHA COCTaBISET 225 MT:

- Y/, tabnerxu 150 mr (75 mr) yrpom u 1 nenas tabnerka 150 Mr Beuepom, uim

- 11 Y, Tabnerxu 150 mr (225 mr) 1 pas B cyTku.

Ilayuenmut noxcunozo eo3pacma

JlaHHBIE 1O NPUMEHEHUIO JIAMUBYAMHA y 3TOW KAaTETOPUM MALKUEHTOB OTCYTCTBYIOT, OJIHAKO
cleyeT coOIaTh 0COOYI0 OCTOPOKHOCTD MPHU MPUMEHEHUH Mpenapara y Takux MalueHTOB B
CBSI3M C BO3PACTHBIMH HM3MEHEHHSIMH, TAKUMHU KaK yXy/lIeHue (QYHKIUU TOYeK U M3MEHEHHE
MoKa3aTesneil KpoBH.

Ilayuenmul c Hapyuwienuem YynKkyuu nouex

VY manueHToB ¢ HapylieHueM (QYHKIMU TOYeK CPEAHEW U TKEIOW CTENEeHH KOHIICHTPAIUs

namuByauHa B uiazMe KpoBu (AUC) moBblllieHa BCIEACTBUE CHWKEHMS KiupeHca. [lostomy y
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MAIMEHTOB C KJIMPEHCOM KpeaTMHHHa MeHee |30 Mﬂ/ﬁ%“;}j?}g%eﬁg%gﬁ LEOI%;(%%%/IMO

MPUMEHSTH JIAMUBYIIMH B JIEKAPCTBEHHOW (hopMe pacTBOp JJIsi pHeMa BHYTPh (CM. TaOiHiry
HIKE).

PexomeHgarum no noadopy 10361 y B3pOCIIBIX U IETEN C Maccoll Teja He MeHee 25 K.

Kiaupenc kpeaTuHHHA IlepBas no3a Ioanep:kuBaomas 103a
(My1/MUH)

Ot 30 10 50 150 mr 150 mr 1 pa3 B cyTku

MeHee 30 [IpoTuBomokazano (11  AAHHOM  JIEKQpCTBEHHOW  (OPMBI).

HeoOxonuMo mnpHMEHEHHE JIaMUBYJIMHA B JIEKApCTBEHHOUW (dopme

pacTBOp IS IpUEMa BHYTPb.

VY nereii ¢ maccoit Tena ot 14 kr 10 MeHee 25 Kr ¥ HapylleHHeM (PYHKIUU oYeK HeoOX0uMo
MIPUMEHEHHE JJAMUBYMHA B JIEKAPCTBEHHOU (popmMe pacTBOp I MprueMa BHYTPb.

Hayuenmut c napywienuem Qynkyuu nevenu

JlaHHble, MOJYYEHHbIE y MAIMEHTOB C HapylleHueM (YHKIHMH TEeYEHH CpelHeNd U TSHKeNIou
CTCIICHH, IIOKa3bIBAaKOT, 4YTO }II/IC(I)yHKHI/ISI IMEYCHN HEC OKa3bIBACT CYHICCTBCHHOC BJIMAHUC Ha
(bapMakOKMHETUKY JIaMuUByIUHA. McxXons W3 3TMX JaHHBIX, U MAIMEHTOB C HapyLICHHEM
(GYHKIMY MIEYEHU CPETHEN U TSXKENIOM CTeNeHN KOPPEKLUs 103bl He TpeOyeTcsl, 3a HCKII0UYEHUEM

CllydaeB, KOT/Ia HapyllieHre (GyHKIMH MeYeHU COMIPOBOXKIAETCS HapylIeHHeM (QyHKIIUU MOYEK. .

INOBOYHOE JIENCTBHUE

OnucaHHBIE HIDKE HEXeNaTelbHbIe PEaKIuu OoTMedanuch mnpu JiedeHun BUY-undexnun
JIAMUBYIMHOM.

HexenartenbHble peakiuu, KIacCU(UIUPOBAHHBIE KaK CBA3aHHBIC WM BO3MOXHO CBS3aHHBIE C
Tepanueil TaMUBYIUHOM, TIEPEUUCICHbl HUKE B COOTBETCTBHUH C IMOPAKEHUEM OPraHOB U CHCTEM
OpraHoB M 4YacTOTOM BCTpedaeMocTH. YacToTa BCTPEYAEMOCTH OMPEACNSETCS CIEIYIOIIUM
obpazoM: ouensb uacmo (>1/10), uacmo (>1/100 u <1/10), neuacmo (=1/1 000 u <1/100), peoko
(>1/10000 u <1/1000), ouenv peoxo (<1/10000). B mpenmenax KakaoW KaTErOPUU YaCTOTHI
HeKellaTeNbHbIE PeaKIIMU MPEICTaBICHBI B OPSAKE YOBIBAHUS CEPhE3HOCTH.

YacTroTa BCTPE4aeMOCTH HeKeJIATeIbHBIX peaKkIui

Hapywenua co cmoponst Kpoeu u aum@pamuueckoil cucmemol

Heuacmo: neiiTponieHust 1 aHeMus (MHOT/A B TSDKENOH Gpopme), TPOMOOIIMTOTICHNUS ;

Ouenb pedxko: UCTUHHAS SPUTPOLIUTAPHAS arlIa3Hsl.

Hapywenua co cmoponst 00mena éeujecme u numaHus

Yacmo: TUIICPIIAKTATCMUS,
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Ouenb pedko: MTaKTOAIMI03.

Hapywenusa co cmoponst HepeHOIl cucmembl

Yacmo: TonoBHas 6016, 0ECCOHHUIIA,

Ouenwb peodxo: iepudeprudeckas HEUPOIaThsi, B TOM YUCJIC TAPECTE3HH.

Hapywenusa co cmoponst OvixamenvHoll cucmemol, 0p2anoé ZPYOHOIl KI1emKu u cpedocmeHus
Yacmo: Kaiieinb, Ha3aJIbHbIE CUMITTOMBI.

Hapywenusa co cmoponut jceny0ouHo-Kuuieuno2o mpaKma

Yacmo: TomrHOTa, pBOTA, O0JIH MJIM CIIA3MBI B )KUBOTE, AHApes,;

Peoko: mankpeaTut, MOBHIIIICHNE AKTUBHOCTH CHIBOPOTOYHON aMUJIa3bI.

Hapywenusa co cmoponst neuenu u jcenuegvle00auiux nymeil

Heuacmo: TPaH3UTOPHOE MOBBIIICHHUE AKTUBHOCTH TEYEHOYHBIX (bepMeHTOB
anannHamuHOTpaHcepassl (AJIT), acnapraramunorpancdepasst (ACT);

Peoko: renatur.

Hapywenusa co cmoponst Ko)icu u n0OKOMCHbIX MKaAHell

Yacmo: ChITIb, aJIONICIIN,

Peoko: aHTHOHEBPOTUYECKHI OTEK.

Hapywenusa co cmoponst cKeiemHo-MblUledHOll U COeOUHUMENbHOU MKAHU

Yacmo: apTpanrusi, MblllIeYHbIE HAPYILICHUS

Peoko: pabnoMuonms.

Obuwue paccmpoiicmea u HapyuieHusA 6 Mecme 66€0eHUs

Yacmo: 4yBCTBO YCTAJIOCTU, HEJJOMOTaHUE, INXOPAJIKa.

3aperucTpupoBaHbl ClIydad pa3BUTHSI OCTEOHEKPO3a, B YAaCTHOCTH, Yy HAIMEHTOB C
oOuienpu3HaHHbIMU (aKTOpaMu pHUCKa, Ha MNpoaBHHYTOW cramuun BUY-undexnum wid mnpu
JUITTEIbHOW KOMOWHHUPOBAHHOIN aHTUPETPOBUPYCHOM Tepamuu. YacToTa BCTPEUAEMOCTH 3TOTO
SIBJICHUSI HEU3BECTHA.

Bo Bpemsi mpoBefeHHsI aHTUPETPOBUPYCHOU TEparuUd MOYKET OTMEUAThCS YBEITMYEHHE MAaCChI
Teja, a TAKXKe MOBBIIICHNE KOHIICHTPAIUH [JIFOKO3bI U JIUIHJIOB B KPOBH.

Y BUY-unbumMpoBaHHBIX MAIUEHTOB C TSDKEIbIM HUMMYHOAE()UIIMUTOM HAa MOMEHT Haudaja
KOMOMHUPOBAHHOW AaHTUPETPOBUPYCHOW Tepamuu BO3MOXKHO PAa3BUTHE BOCMIATUTEIHHOM
peakiuu Ha (oHe OECCUMNTOMHBIX ONMOPTYHHUCTHUYECKUX HH(MEKIMH MU MX OCTATOYHBIX
SIBJICHUN. AyTOMMMYHHBIE 320051eBaHus (Takue Kak 0oJsie3Hb [ peiiBca 1 ayTOMMMYHHBIN T€aTHT)
Takke HaOmoganmuch Ha (POHE BOCCTAHOBIIGHUS HMMYHHTETa, OJHAKO BpeMs MEPBHYHBIX

HpOHBJ’ICHI/Iﬁ BapbUpPOBAJIO U 3a00JIeBaHUE MOTJIO BO3HHMKATH 4YCpe3 MHOI'0 MECAICB ITOCJIC HavYalla
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Tepanuu.

Herun

669 nereil B Bo3pacte oT 3 mecsueB 1o 17 net, nnpuuupoanusix BUY-1, koTopeie nmosyyanu
abakaBUp W JAMHUBYAMH OJWH WIHM JIBA pa3a B CYTKH, NPUHUMAIN y4acTUE B HCCIIEIOBAHUU
ARROW (COL 105677). Y nauueHToB I€TCKOr0 BO3pacTa, IPUHUMABIINX Mpenapar OJuH UiIu
7IBa pasa B CyTKH, HE OBLJIM BBISIBJICHBI JIOTIOJHUTEIBHBIC TPOOJIEMBI, CBSI3aHHBIE C 0€30I1aCHOCTHIO,

10 CPABHEHUIO CO B3POCIBIMU MMAIIMEHTAMH.

MNEPEJIO3UPOBKA

CuMnTOMBI ¥ IPU3HAKHA

JIOCTYyIIHBI OTpaHWYEHHBIE JAHHBIE O IOCIEICTBHUAX OCTPOW IMEPENO3UPOBKH JIAMUBYAMHA Y
yenoBeka. Ciydaum JIeTaJbHOTO HCXOJla HE YCTAaHOBJIEHBI, COCTOSIHHE BCEX TAI[MEHTOB
HOopManu3oBanock. Kakue-nubo cnenuduyeckre MpPU3HAKA WIA CHUMOTOMBI IEPET03UPOBKHU
J'IaMI/IBYHI/IHa HC BBIABJICHBI.

Jleuenne

B cnygae nepeno3upoBku ciieiyeT KOHTPOJUPOBATh COCTOSTHUE MAIMEHTA U TI0 HEOOXO0IMMOCTH
MPOBOJIUTh CTAHAAPTHYIO MOICPKUBAIOIIYIO Tepanuto. [I0CKOIbKY JaMUBYIMH BBIBOJUTCS W3
OopraHu3mMa C TOMOINBIO JUaNK3a, IS JICYECHUS TEePeJO3UPOBKA BO3MOXXHO TPHUMEHECHHE

HCIIPEPBIBHOT'O reMoJuainia, OJHAKO CIICHUaIbHBIC UCCIICIJO0BAHUA HE ITPOBOANINCE.

B3AMMOJIEMCTBME C IPYTMMM JEKAPCTBEHHBIMU CPEJICTBAMHU
HccnenoBanus JeKkapcTBEHHBIX B3aUMOICHCTBUHN ObLIIM TPOBEACHBI TOJIBKO C YUaCTHEM B3POCIBIX
MAIMEHTOB.

Metabonnueckoe B3auMOJICHCTBUE JaMUBYIMHA C IPYTUMHU [IperapaTaMu MajoBEpPOSITHO B CBA3H
C €ro He3HAUUTEIbHBIM METab0JIM3MOM, OTPAHUYEHHBIM CBS3bIBAHHUEM C O€JIKaMU IUIa3Mbl KPOBH
Y IPAKTHYECKHU MOJIHBIM BBIBEJICHHEM Uepe3 MOYKU B HEM3MEHEHHOM BHU/IE.

OpHoBpeMeHHOE TpUMEHEHHE KOMOMHAIIUN TPUMETOIIPUM + Cylb(amMeTokcas3ol B 103e 160 mr +
800 Mr (Ko-TpMMOKCa30J) MPUBOAMWT K TMOBBIIMICHUIO 3Kcro3unuu JlamuByauHa Ha 40%, 4to
00yCIOBJICHO HAJTMYMEM TPUMETOIPUMA; HaJT4Ke Cylb(haMeToKkca3olia He OKa3bIBACT BIHSHIE HA
(dbapMakOKMHETHKY JamMuByauHa. OAHAKO, 3a HCKIIOUEHHEM TMAlMEHTOB C TOYEYHOU
HEJOCTATOYHOCTHIO, KOPPEKIUS A03bl JaMUBYIMHA He TpeOyercs. JlamMUBYIMH HE OKa3bIBaeT
BIUsSIHUE Ha (apMaKOKMHETHKY TPUMETOINpHMa WM cyinb(ameTokcazona. B cmydae, korma
OJIHOBPEMEHHOE NMPUMEHEHHE KO-TPUMOKCA30Jia SBIISIETCS ONpaBJAHHBIM, MAalUEHTHI JIOJKHBI
HAXOJHUThCS TOJl KIMHUYEeCKHM HabOmoaeHueMm. Crenyer u3deraTb COBMECTHOTO MPUMEHEHHS

JJaMUBYJUHa C KO-TPUMOKCA30JIOM B BBICOKHX O03aX IJId JICUCHUSA IMHCBMOHHHU, BBI3BAaHHOM
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Pneumocystis jirovecii, u Tokcoriazmosa.

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Crnenyer yuuThIBaThb BO3MOXHOCTh B3aUMOJCUCTBUS JIAMUBYJMHA C APYTMMH OJHOBPEMEHHO
MPUMEHIEMBIMU JICKAPCTBCHHBIMU TIpemapaTaMu, B OCOOCHHOCTH C TEMH, Y KOTOPBIX OCHOBHBIM
MEXaHU3MOM BBIBEACHHUS SIBJISICTCS] aKTUBHASI KaHAJIBIIEBAsI CEKPEIUs Yepe3 CUCTEMY TPaHCIIOpTa
OpraHWYEeCKUX KAaTUOHOB (Hampumep, TpumeTonpum). [lpyrue AeUCTByIONIME BEIIECTBA
(Hanmpumep, paHUTUIWH, [UMETHAWH) JIMIIb YaCTUYHO BBIBOJSTCS C TOMOIIBIO YKa3aHHOTO
MEXaHu3Ma W HE B3aUMOJICUCTBYIOT C JIAMUBYIMHOM. AHAJIOTH HYKJICO3UJIOB (HAmpuMmep,
TUIAHO3WH, 3UJI0OBY/IMH) HE BBIBOSTCS MOCPEACTBOM JAHHOTO MEXaHU3MA, U UX B3aUMOJICUCTBUE
C JIAMUBYJIMHOM MaJIOBEPOSITHO.

[Ipu omHOBpEeMEHHOM NPUMEHEHUH JIAMUBYJIWHA W 3UJIOBY/IMHA HAOMIOJaeTCs yMepeHHoe (Ha
28%) yBenuueHue Cmax 3UIOBYJIMHA B IJIa3Me€ KpPOBH, Mpu 3ToMm obmas skcrno3uius (AUC)
CYIIIECTBEHHO HE U3MEHSETCA. 3UA0BYANH HE BIAMSICT Ha (JapMaKOKMHETUKY JTaMUBYIMHA.
[Mpemapar T'enraBup-150 He ciieayeT NpPUHUMATH OJHOBPEMEHHO C JPYTHMH aHAJOTaMH
IUTHJIMHA, TAKUMH KaK MTPUIIMTAOWH, B CBSI3M C €T0 CXOJCTBOM C JaHHBIMH TperapaTaMu.
Kpome Ttoro, mpemapar ['enraBup-150 He cremyer mnpuHHMaTh € JIIOOBIMH JIPYTUMHU
JIEKapCTBEHHBIMU TperapaTaMu, COJepKalliMH JJaMUBYTUH.

In vitro nmamMuBYIMH WHTHOMpYET BHYTPUKICTOUHOE (ochopuanpoBaHue KiaaapuOWHA, YTO
00ycCTaBIMBaeT TMOTCHIUAIBHBIN pPHUCK mOTepH A(HOEKTUBHOCTH KIaJApUOMHA B Cllydae
KOMOMHHUPOBAHUS B YCIOBUSAX KIIMHUYECKOM MpakTUKU. HekoTopble KIIMHNYECKHE JaHHbIE TaKXKe
MOATBEPKIaI0T BO3MOKHOCTh B3aUMO/ICHCTBUS MEXK Y JIAMUBYAUHOM U KiaapuounoM. [lostomy
OJIHOBPEMEHHOE MPUMEHEHHUE JJAaMUBYIMHA U KJIapuOnHa HE pEeKOMEHI0BAHO.

[Hutoxpom CYP3A He BoBIeYeH B MeTaOOJIM3M JIAMHUBYJIMHA, TOSTOMY B3aMMOJICUCTBHE C
JIEKapCTBEHHBIMU TpernaparaMy, KOTOpble MeTa0OJIM3UPYIOTCS 3TOM cucTeMod (Hampumep, ¢
MHTUOUTOpPaMH IIPOTEas3bl), MATIOBEPOSITHO.

OpHoBpeMeHHOE MpUMEHeHHe pacTBopa copoutona (3,2 r, 10,2 r, 13,4 ) ¢ oAHOKpaTHOMU 10301
namuByauHa 300 mr B hopMe pacTBopa i IpreMa BHYTPb Y B3POCIBIX 3I0POBBIX I0OPOBOJIBIIEB
MPUBOJIMIIO K J0303aBUCUMOMY CHUXEHHIO dKcro3uiuu damuByanHa (AUCx) Ha 14%, 32% u
36% u Chax namuBynuHa Ha 28%, 52% wu 55%. Ilo Bo3MOXXHOCTH cienyeT u30erarb
OJIHOBPEMEHHOTO TMPHUMEHEHHs JIaMUBYIMHA U COPOUTOJI-COAEPIKAIIMX TpernaparoB, IHOO
CIIElyeT pacCMOTPETh BO3MOXKHOCTb 0OJiee 4acTOro KOHTpOJs BUpycHOM Harpy3ku BHUY-1 B
Cllydasix, KOT/Ia HEBO3MOXXHO H30eXaTh IIUTENHHOTO OJHOBPEMEHHOIO MPUMEHEHHS 3ITHUX

IIpenapaToB.

OCOBBIE YKA3AHUA

HpI/IMeHCHI/IC JJaMUBYJIMHA B KAQY€CTBC MOHOTCPAIINH HC PECKOMCHAYCTCA.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 21.05.2024 N= 53893

(MOCNEOOBATENEHOCTE 0003)

epenaya BUY-undexumnu

XoTtst ObUTO0 OKa3aHo, 4TO ((HEKTUBHOE MOJABICHHE BUPYCa C MMOMOIIBI0 aHTUPETPOBUPYCHOM
Tepaluy CyLIECTBEHHO CHIKAET pucK nepenayn BIY npyrum jronsm mpu mosioBbIX KOHTAKTaX,
HCKJII0YaTh 3TOT PUCK MOJIHOCTHIO HENb3s. [103TOMY manueHTs! JOHKHBI IPOJI0JDKATh COOMI0IaTh
COOTBETCTBYIOIIME MEPHI IPEJOCTOPOKHOCTH.

Hapyumenne pyHKuHuHN NoYeK

VY manueHToB ¢ HapymeHHeM (YHKIWHU IMOYEK CPEAHEH M TSDKEIOH CTeTNeHH KOHICHTPalus
namuByuHa B 1iasme kpoBH (AUC) noBsllieHa BCIEICTBUE CHUKEHUS KIIMPEHCa JIAMUBY/IMHA,
[I03TOMY TaKUM MalMeHTaM TpeOyeTcs KOPPEKIHS 103bI.

TpoiiHas HyKJI€03UIHAS Tepanus

bouin mostydeHbsl cOOOIIEHMSI O BBICOKOW 4YacTOTE CIy4aeB BHPYCOJOTMYECKOW Heyaauu u
BO3HMKHOBEHHUU PE3UCTEHTHOCTH HA paHHEM 3Talle IpH MpueMe JIaMUBYAMHA B KOMOWHAIUM C
TeHO(OBUpPa TU30MPOKCUIa pyMapaToM U abakaBUPOM, a Takke ¢ TeHO(oBHpa AHU30MPOKCHIIA
(dbymapaToM U TUAAHO3UHOM B PEKHME OJIMH pa3 B CYTKU.

OnnopryHucrudeckue uHGpexkunu

VY nmanueHToB, MOJYYarOUMX JIAMUBYJIWUH WM JPyrue aHTUPETPOBUPYCHBIE Ipenaparbl, MOTYT
Pa3BUTHCS ONMOPTYHUCTHUECKHE MH(DEKINU WK apyrue ocnoxkuenuss BUY-undexnum, nosromy
MAUEHThl JIOJDKHBI HAaXOJUTHCS MOJ TIHIATEIbHBIM HAOMIOJEHHWEM Bpadei, MMEIOIIUX OIbIT
nedeHus nanueHToB ¢ BUU-acconmmmpoBaHHBIMU 3200 I€BAHUSIMH.

IMankpeaTur

Onucanbl peiKue Cilydau pa3BUTHS MAHKPEATHTA MPU NPUMEHEHUHW JamMuByauMHA. OJHAKO He
YCTaHOBJIEHO, BBI3BAHO JIM 3TO OCJIO)KHEHHE JEHCTBUEM JIEKAPCTBEHHOTO IIpenapara Wi sIBISETCS
CJIeICTBHEM OCHOBHOTO 3abosieBanusi — BUU-undeknun. Jleuenne nmpenaparom ['enraBup-150
HEOOXOIMMO HEMEJIEHHO TMPEKPaTUTh NpPHU TOSIBICHUU KIMHUYECKUX CHMIITOMOB WIH
1abopaTOPHBIX JaHHBIX, CBUICTENHCTBYIOIIUX O PAa3BUTHUM NaHKpeaTtuTa (001b B KHUBOTE,
TOIIIHOTA, PBOTA WJIU TOBBIIICHUE 3HAYECHUN OMOXMMUYECKUX MapkepoB). CienyeT mpeKpaTuTh
MIpUeM Ipenapara 10 UCKIYEHUS JUarHo3a MaHKpeaTuT.

JIakToanmn/103 U BbIPAKEHHAS TeNaTOMerajmus co CTeaTo30M

HmeroTcst cooO1eHns 0 pa3BUTUH JJAKTOAIM103a U BBIPAXKEHHOM TeraToMeraiiy co CTeaTo3oM, B
TOM 4YHCIE C JIETaJbHBIM MCXOJOM, BCIEACTBHE AHTHUPETPOBUPYCHOM Tepanmuu aHaJIOraMu
HYKJICO3UJIOB B BHUJE OTJEJIBHBIX IpernaparoB WJIM B KOMOWHAIMM, BKJIIOYas JIAMUBYIUH.
ITotoOHBIE SBIEHUS OTMEUAINCH TIIaBHBIM 00pa30M y *KEHIIHUH.

KnuHnyeckne cMMITOMBI, KOTOPbIE MOTYT yKa3blBaTh Ha Pa3BUTHE JIAKTOALM103d, BKIIOYAIOT
00111y10 €1a00CTh, AHOPEKCHIO, CTPEMHUTEIBHYIO HEOOBICHIUMYIO ITOTEPIO MACCHI TEJIa, CUMITTOMBI

MOpPAKCHUA KCIYAOUHO-KUIICYHOI'O TpPaKTa (TOH_IHOTa, pBOTa " 00JIb B )KI/IBOTC) U OpraHoB

13



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 21.05.2024 N= 53893

JbIXaHus (OABIIIKA U TAXUITHO?), HEBPOJIOTHUUECKHE CHMI'IEI(IJ;{&)I-I(%%%&IEI %IB%Q}%(I E'n%%gg-r'b .

JleueHne aHaloOraMM HYKJICO3WAOB HEOOXOJMMO TPEKpPaTUTh B  ClOydyae pa3BUTHUSA
CUMIITOMATUYECKOM  TUMNEpIaKTaTeMHMH W METa0OJIMYEeCKOro  aIuJ103a/JIaKToalua03a,
MIPOTPECCUPYIONIEH TeaTOMETrajIuy WK OBICTPOTO TOBBIIIEHUS aKTUBHOCTH aMUHOTpaHchepas.

JlakToauu103 0OBIYHO pa3BUBAETCA IOCIIE HECKOJIKUX MecsleB jedeHus. Cienyer codmoaaTh
OCTOPOXHOCTh IpPHU NPUMEHEHUH AHAJOTOB HYKIEO3UJOB s JIeYEHHUsS JI00O0ro NalueHTa
(0cOOEHHO — JKEHIIMH C 0)KUPEHHUEM) C TelaTOMEralrel, TenaTATOM WIN JPYTUMH U3BECTHBIMH
(dakTopaMM pUCKAa TOpPaKEHHUs TI€UYeHW U CTEeaTo30M Ie€4YeHM (BKJIoYash IpPUMEHEHHe
OTIPE/IENIEHHBIX JIEKAPCTBEHHBIX MPENapaToB U YHOTPEOIECHUE AJIKOTOJIs).

MutoxonapuajabHas AucpyHKuMs B pe3yabTaTe BHyTPHYTPOOHOr0 BO3AelCTBUS

AHaoru HykJI€o3uJ0B U HYKJI€OTHIOB CIOCOOHBI BbI3bIBATh PA3JIMYHYIO CTEIIEHb MOBPEKIACHUS
MUTOXOHJPHUH, YTO HanboJiee SAPKO MPOSABISETCS MPU MPUMEHEHUH CTaByAWHA, NUJAHO3MHA U
3UJIOBYMHA. 3aperucTpUPOBAHbI CIy4dau Pa3BUTUS MUTOXOHJpUaIbHOU Auc@yHkumun y BUY-
OTpULIATENbHBIX JIETeH, MOABEPraBUINXCS BO3AEUCTBUIO aHAJIIOTOB HYKJIEO3HUI0B BHYTPUYTPOOHO
W/WIM TIOCNIe POXKICHMS; TJIAaBHBIM 00pa3oM 3TH Clly4ad ObUIM CBSI3aHBI CO CXEMaMHM JICYEHUS,
colepkauiuMu  3uA0BYAUH.  OCHOBHBIMH  HEXKENATEJbHBIMU  PEAKUUAMU  SBISUIMCH
reMaTOJIOTUYECKUE HapyIIeHUs] (aHEeMHs, HEUTPOTEHHWs) M HapylieHWs OOMEHa BEIIECTB
(rumepriakrareMus, THUIEPIUNA3eMUs). OTH HEXelaTeldbHble pPEaKIUH YacTo SBJSUIMCH
TPaH3UTOPHBIMU. BBIIM 3aperucTpUpOBaHbl PEeKHE CIydad HEBPOJOTHYECKHX PAcCTPOICTB C
MO3JHUM HayaJoM (MOBBIIEHUE TOHYCA MBIIIL, CYJA0POTH, HAPYIICHHs MOBEACHUS). SBIAIOTCS
JY JJAHHbIE HAPYIICHUS TPAH3UTOPHBIMH WM MOCTOSIHHBIMH, B HACTOSIIEE BPEMs HEU3BECTHO.
BeposTHOCTh pa3BUTHS MHUTOXOHAPUAIBHON IUCHYHKIUU CIEAYeT paccMaTpuBaTh y JIOOOTO
pebeHKa, MOJABEpPraBIIErocs BHYTPUYTPOOHOMY BO3ACHUCTBUIO aHAJIOTaMU HYKJICO3UAOB U
HYKJIICOTH/IOB, C BBIPAKEHHBIMU KIMHHUYECKUMU CHUMITOMaMH HESICHOM OSTHOJIOTUH, B
0COOCHHOCTH HEBPOJIOTUYECKUMU PACCTPONCTBAMHU.

[IpencraBieHHble [JaHHbIE HE BIHUSIOT Ha TEKyI[ME PEKOMEHJALUU 10 MPUMEHEHUIO
AHTUPETPOBUPYCHOUM Tepanuu y OEpeMEeHHBIX JKEHIUH Ui NPOQPHUIAKTUKH BEPTUKAIBHOM
nepenaun BUY-undexnun.

Macca Tes1a m1 00MEH BelecTB

Macca Tena, a Takke KOHIEHTpalus JUIUAOB U INIIOKO3bl KPOBH MOTYT MOBBIIIATHCS BO BPEMS
aHTUPETPOBUPYCHON Tepanmuu. DTH U3MEHEHHsS MOTYT OBbITh YaCTHYHO CBSI3aHBI C KOHTPOJIEM
3a0oJeBaHus M 00pa3oM JKHM3HU. BbUIM MOJydeHbl AaHHBbIE, MOATBEPXKIAIOIINE B HEKOTOPBIX
Cllydasix BIUSHHUE TE€palMM Ha KOHLEHTPALUIO JIMIUAOB, B OTHOIIEHUN YBEIMUEHHUS MAcChl Tela
TaKW€ JaHHbIE OTCYTCTBYIOT. ClieyeT NPOBOAUTE KOHTPOJIb KOHIIEHTPALUH JIUIIUI0B U [JIFOKO3BI

KpOBHU B COOTBCTCTBHUU C YCTAHOBJICHHBIMU PCKOMCHIAAUWAMU I10 TCpaIlUn BI/Iq-I/IH(I)CKLII/II/I.
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ot 21.05.2024 N= 53893

Hapymienust tumuaHoro oOMeHa Heo0X0IMMOo K )ppGKTHﬁ@%?BE%g%%I%#g&EE : ﬁé%%I'/IMI/I

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

IIPOSIBIIEHUSIMHU.
CHHIPOM BOCCTAHOBJICHHS] HMMYHHTETA

Y BUY-uHOUIMPOBAHHBIX MALMEHTOB C TSHKEIBIM WMMYHOJS(PHUIIMTOM HAa MOMEHT Hadaja
AHTUPETPOBUPYCHOM TEparnuu BO3MOXKHO pa3BUTUE BOCHAJIUTENbHOM peakuuu Ha (oHe
0ECCUMIITOMHBIX OMIOPTYHUCTUYECKUX MH(EKIHMA WIA WX OCTaTOYHBIX SBICHHI, YTO MOXKET
CTaTh MPUYMHOMN CEPHbE3HOI0 YXYALIEHUS COCTOSHUS WIN yCYTyOJIeHUs: CUMITOMATUKH. OOBIYHO
9TH peakUUu BO3HHUKAIOT B TEUEHHE IMEPBBIX HECKOJIbKUX HEAENb WM MECSIEB IOCie Hadajla
aHTUPETPOBUPYCHOM Tepanuu. TUNUYHBIMH TNpPUMEPAMH SBISIOTCA LUTOMETaJlOBUPYCHBIN
PETUHHUT, TE€HEpaJM30BaHHAs W/WIM ouaroBas HWHQEKUMs, BbI3BaHHAas MHUKOOAKTEpUSIMHU, U
MHEBMOHHS, BbI3BaHHAs Pneumocystis jirovecii (Taxke W3BeCTHA KaKk ITHEBMOILMCTHAS
naeBMoHwus, [111).

[TosiBneHue nOOBIX CUMITOMOB BOCHANEHUS TpeOyeT HEMEUIEHHOTo OOCIelI0BaHUS U, MpPH
HEOOXO0IMMOCTH, JICUCHHS.

AyTouMMyHHbIE 3a00JieBaHus (Takue Kak OoJyie3Hb ['peliBca U ayTOMMMYHHBIM renaTUT) Takxke
HaOmrofanuch Ha (POHE BOCCTAHOBIICHHMS] MMMYHUTETA, OJHAKO BpeMs NEPBUYHBIX MPOSBICHUI
BapbUPOBAJIO, U 3a00J€BaHUE MOTIJIO BO3HUKATh Y€PE3 MHOI'O MECSILEB MOCIEe Havala Tepanuu 1
MHOTJ]a UMEJIO aTUITNYHOE TCUCHUE.

3a0os1eBaHusA NEYCHHU

[Tanuentel ¢ XxpoHumdeckuM rematutoM B wimm  C, nomydarome KOMOMHHUPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPAIHIO, XapAKTEPU3YIOTCS MOBBIIIEHHBIM PUCKOM Pa3BUTHUS TSDKEIBIX U
MIOTCHIMAIBHO JICTAJIBHBIX HEXKEJATEJIBHBIX PEAKLUUM CO CTOPOHBI IledeHH. B ciydae
COIIYTCTBYIOILIEH TPOTUBOBUPYCHOU Tepanuu renarura B uimm C cnenyer Takke 03HaAKOMUTBCS C
COOTBETCTBYIOIIMMHU HHCTPYKLUSAMU 110 IPUMEHEHUIO JTaHHBIX JIEKAPCTBEHHBIX IIPENIapaToB.
Pe3ynpTaThl KIMHUYECKUX HCCIEIOBAaHMM M JAaHHBIE HOCTPErMCTPALMOHHOTO HaOII0ICHUS
YKa3bpIBalOT Ha TO, YTO y HEKOTOPHIX NALMEHTOB C COIYTCTBYIOLIUM XPOHUYECKHMM BHPYCHBIM
renatutoMm B (HBV) npu ormeHe naMuBynuMHa MOTYT BO3HHMKATh KIMHUYECKHE WU
na0opaTOpHbIE TNPHU3HAKU pELUAMBa TelaTHTa, KOTOpble MOTYT HMMETh Oojee TshKesble
MIOCJIE/ICTBUS Y MALMEHTOB C JIEKOMIIEHCUPOBAHHBIM 3a00JieBaHUEM IeueHU. B ciydae oTMeHBI
npemnapara ['enraBup-150 y manueHTOB ¢ CONMYTCTBYIOIIMM BHUPYCHBIM rematutoM B criemyet
paccMOTpeTb BO3MOXKHOCTb MPOBEACHUS MNEPUOJUUECKOr0 KOHTPOJIS (PYHKIMH TME€YEeHU U
MapKepoB PEIUIMKALIMK BUpYca remnarura B.

VY NaIueHToB ¢ yXe CYIIeCTBYIOIIUM HapyllleHueM (pyHKIIMY MEeYSHH, BKIIIOYasi akTUBHYIO GOpMY
XPOHUYECKOTO TeMaTHTa, OTMEUYaeTCs yBEJIMUEHHE YacTOThl HApYIIeHUH (YHKIMH TEYEHU BO

BpEMs IPOBCACHUS KOM6I/IHI/IpOBaHHOﬁ aHTHpeTpOBHPYCHOﬁ TCparmu. Takue nalueHThl JOIKHBI
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 21.05.2024 N= 53893

HaXOJUTHCS IIOJ HAOIIONEHHUEM B COOTBETCTBUHU CO %&%ﬂ%ﬁaﬁﬁkgg&ﬂﬁ&aﬁfﬁkoﬁ

Heo0xoauMo paccMOTpeTh BO3MOXKHOCTh TNPHOCTAHOBJICHUS WJIM IPEKPAIICHUS JICYCHUS B
cllyyae MpOSIBICHUN yXyALICHHUS 3a00JI€BaHMs IEYEHHU Y TAKUX MMaIUCHTOB.

OcTeonexkpo3

HecmoTpst Ha TO, YTO STHOJOTHS JAHHOTO 3a00JI€BaHUs SBISETCS MHOTO(AKTOPHOH (BKIIOYas
IIPUEM TJIIOKOKOPTHUKOCTEPOUJOB, YHOTPEOJIEHUE aJKOTOJsI, TSDKEIYH0 HMMYHOCYIIPECCHUIO,
BBICOKHMI MH/IEKC Macchl Teja), Cllydal OCTEOHEKpO3a Yallle BCEro BCTPEYAIMCh Y NAlUEHTOB Ha
npojBuHyToN cragun BUY-undexkunn w/mnu UIMTENbHO NPUHUMABIIMX KOMOMHHPOBAHHYIO
aHTUPETPOBUPYCHYIO Tepamnuto. [lannentam ciaenyeT oOpaTuThes K Bpauy, €CJIUM OHU UCTIBITHIBAIOT
00JIM U CKOBAaHHOCTb B CyCTaBax WM TPYAHOCTH NP ABMKEHUU.

B3aunmopeiicTBHe ¢ APYrUMH JIeKAPCTBEHHBIMH CPeACTBAMH

[Ipenapar I'entaBup-150 He craeayeT NpUMEHITH OMHOBPEMEHHO € MpenaparaMu, COACPKAIUMHU
JAMUBYJIUH WIH SMTPULIUTAOUH.

[IpumeHeHne TaMUBYAMHA B KOMOWHAIMY C KJIAJpUOMHOM HE PEKOMEHyeTCsl.

Oco0ble rpynnbl NaMEeHTOB

Jemu

B kimHuYeckux HcCleoBaHMSIX Yy JeTel, MoyydyaBIIMX JaMHUBYIUH B (opme pacTBopa s
npremMa BHYTPb OJHOBPEMEHHO C JPYTMMU aHTHUPETPOBUPYCHBIMU Ipemnapatamu B ¢opme
pacTBopa Uil IpremMa BHYTPb, 4aCTOTa CYNIPECCUM BUPYCA U SKCIO3ULMS JJAMUBYAMHA B IUIa3Me
KpoBHU ObLIM HMXKE, a PE3UCTEHTHOCTh BUpPYCa pa3BUBaJach yallle, YeM Y JIeTeil, MoJydyaBUIInX
npenaparsl B popme TabJIeTOK.

I[Io BO3MOXHOCTM HEOOXOJUMO HCIIOJIB30BATh PEXHUM AHTUPETPOBUPYCHOW  Teparu,
BKJIIOUAIOUIUI Bce mpemnaparsl B ¢popme Tabnerok. JlamuByaun B ¢opme pacTtBopa uisd mpuema
BHYTpb, MPUMEHSEMBI OJHOBPEMEHHO C COpPOMUTON-COACpKAIIUMU  JIEKAPCTBEHHBIMU
npenaparamu, cileQyeT NPUMEHSATh TOJbKO B TEX ClIydasiX, KOTJa HEBO3MOXHO IPUMEHEHHE
peXHrMa Teparuu, BKIIOYAIOLIET0 Bce Mpernaparsl B opme TabIeTOK, U KOT/1a 1M0JIb3a MPOBEICHUS
JIeYeHUs IPEBBIIIAET BOBMOKHBIE PUCKH, BKJIIOUYAsi HU3KUI YPOBEHb cynpeccuu Bupyca. Cienyer
paccMoTpeTh HE0OXOIUMOCTh 0o0jee YacToro KOHTpoJis BupycHO#M Harpysku BUUY-1 mpu
OJTHOBPEMEHHOM TNPUMEHEHUH JIAMUBYJMHA C JJIUTEIBHO TPHUMEHSEMBIMH COpPOUTONI-

COJACPpKAIUMHU IIpCrIapaTaMu.

BJIUSIHUE HA CIIOCOBHOCTD YIIPABJIATD TPAHCIIOPTHBIMHA
CPEIACTBAMU, MEXAHU3MAMMU
CrnenuanbHble MCCIEIOBaHMUSA [0 M3YYEHHUIO BIMSHUS CPEICTBA HA CIOCOOHOCTH YNPaBIATH

aBTOMOOHUIIEM U JABWXKYIHIUMUCA MCXaHU3MaMU HE ITPOBOJUIINUCE. YuauteiBas (I)apMaKOJIOFI/I‘{eCKI/IC
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
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CBOICTBA JJaMHUBY/IMHA, TAKOE BIUSHHUE MAJIOBENOSITHO. Tgk,;'l;e%gé ﬁ}gﬁgﬁé}'&g Jrﬂ)g(;g}%ﬂﬂ

MManucHTa yIpaBJIsATb aBTOMOOUJIEM/MEXaHU3MaMH1 CJICAYCT MPpUHUMATb BO BHUMAHUC €ro 06].[[66

COCTOSAHHUC, a TAKIKC XapPaKTCP HCIKECIIATCIIbHBIX peaxunﬁ JJaMUBYAWHA.

®OPMA BbBIITYCKA

TabneTku, MOKPHIThIE TUICHOYHOU 00071049K0#, 150 MT.

60 TabneTok B OaHKE M3 MOJMATUIICHA HU3KOTO JIABJICHUS, YKYIOPEHHOHW KPBIIMIKOK C KOHTPOJIEM
MIEPBOTO BCKPBITHS, JJIS JIEKAPCTBEHHBIX CPEICTB.

CB00OOZHOE TMPOCTPAHCTBO B OaHKE MpPU HEOOXOJIMMOCTU 3arOJHSIOT BAaTOW METUIIMHCKON
TUTPOCKOITNYECKOM.

Ha 6aHKy HakieuBaroT 3TUKETKY U3 OyMaru 3TUKETOYHON caMOKJIesIIeics.

1 GaHka BMeCTe ¢ MHCTPYKIUEH 0 MEAUIIMHCKOMY MTPUMEHEHHIO (JIMCTKOM-BKJIQ/IBIIIIEM) B TTaYKe

U3 KapTOHa.

YCJOBUSA XPAHEHU S
B cyxoM, 3anunieHHoM OT CBeTa MecTe Mpu Temneparype He Boite 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETE€ MeCTe.

CPOK I'OJHOCTHA
3 rona.

He ncrons3oBaTh nociie HCTEUSHUS CpOKa rorHoCTHd, yKa3aHHOT'O Ha YITaKOBKC.

YCJIOBHUA OTIIYCKA

OTnycKaroT 10 peLernTy.

MNPOU3BOIUTEJIb/®ACOBIHIUK/YITAKOBIIUK
000 «MAKHU3-DAPMA», Poccus
Aodpec mecma npouzsoocmea: 109029, r. MockBa, ABTOMOOHIIbHBIN TIpoe3 i, 1. 6, cTp. 4, cTp. 6,

cTp. 8

BJAIEJIELY PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA
Xerepo Jlabc Jlumuren, Muaus.
Aopec: «Xerepo Kopnopeitt», 7-2-A2, Unnactpuan Octeiitc, Canat Harap, XaiigapaGan -

500018, Tenanrana, Muaus
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COOTBETCTBYET IKCNEFPTHOMY OTYETY
o1 21.06.2024 M2 9895
OPTAHM3AILIVSL, TPUHUMAFOUIAS MPETEH3MH =/ [EAUEATENEHAOCTE D003)

MoCKOBCKO€ MPEACTaBUTENbCTBO KoMnanuu «Xerepo Jlade Jlumureny (Muaus).
Aopec: 109029, r. MockBa, ABTOMOOHIIEHBIN MTPOE3, 1. 6, CTp. 5.

Temn./dakc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@heterodrugs.com
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	Нарушения со стороны желудочно-кишечного тракта
	Часто: тошнота, рвота, боль или спазмы в животе, диарея;
	Редко: панкреатит, повышение активности сывороточной амилазы.
	Нарушения со стороны печени и желчевыводящих путей
	Нечасто: транзиторное повышение активности печеночных ферментов аланинаминотрансферазы (АЛТ), аспартатаминотрансферазы (ACT);
	Редко: гепатит.
	Нарушения со стороны кожи и подкожных тканей
	Часто: сыпь, алопеция;
	Редко: ангионевротический отек.
	Нарушения со стороны скелетно-мышечной и соединительной ткани
	Часто: артралгия, мышечные нарушения;
	Редко: рабдомиолиз.
	Общие расстройства и нарушения в месте введения
	Часто: чувство усталости, недомогание, лихорадка.
	Зарегистрированы случаи развития остеонекроза, в частности, у пациентов с общепризнанными факторами риска, на продвинутой стадии ВИЧ-инфекции или при длительной комбинированной антиретровирусной терапии. Частота встречаемости этого явления неизвестна.
	Во время проведения антиретровирусной терапии может отмечаться увеличение массы тела, а также повышение концентрации глюкозы и липидов в крови.
	У ВИЧ-инфицированных пациентов с тяжелым иммунодефицитом на момент начала комбинированной антиретровирусной терапии возможно развитие воспалительной реакции на фоне бессимптомных оппортунистических инфекций или их остаточных явлений. Аутоиммунные забо...
	Дети
	669 детей в возрасте от 3 месяцев до 17 лет, инфицированных ВИЧ-1, которые получали абакавир и ламивудин один или два раза в сутки, принимали участие в исследовании ARROW (COL 105677). У пациентов детского возраста, принимавших препарат один или два р...
	ПЕРЕДОЗИРОВКА
	Симптомы и признаки
	Исследования лекарственных взаимодействий были проведены только с участием взрослых пациентов.
	Метаболическое взаимодействие ламивудина с другими препаратами маловероятно в связи с его незначительным метаболизмом, ограниченным связыванием с белками плазмы крови и практически полным выведением через почки в неизмененном виде.
	Одновременное применение комбинации триметоприм + сульфаметоксазол в дозе 160 мг + 800 мг (ко-тримоксазол) приводит к повышению экспозиции ламивудина на 40%, что обусловлено наличием триметоприма; наличие сульфаметоксазола не оказывает влияние на фарм...
	Следует учитывать возможность взаимодействия ламивудина с другими одновременно применяемыми лекарственными препаратами, в особенности с теми, у которых основным механизмом выведения является активная канальцевая секреция через систему транспорта орган...
	При одновременном применении ламивудина и зидовудина наблюдается умеренное (на 28%) увеличение Сmах зидовудина в плазме крови, при этом общая экспозиция (AUC) существенно не изменяется. Зидовудин не влияет на фармакокинетику ламивудина.
	Препарат Гептавир-150 не следует принимать одновременно с другими аналогами цитидина, такими как эмтрицитабин, в связи с его сходством с данными препаратами. Кроме того, препарат Гептавир-150 не следует принимать с любыми другими лекарственными препар...
	In vitro ламивудин ингибирует внутриклеточное фосфорилирование кладрибина, что обуславливает потенциальный риск потери эффективности кладрибина в случае комбинирования в условиях клинической практики. Некоторые клинические данные также подтверждают во...
	Цитохром CYP3A не вовлечен в метаболизм ламивудина, поэтому взаимодействие с лекарственными препаратами, которые метаболизируются этой системой (например, с ингибиторами протеазы), маловероятно.
	Одновременное применение раствора сорбитола (3,2 г, 10,2 г, 13,4 г) с однократной дозой ламивудина 300 мг в форме раствора для приема внутрь у взрослых здоровых добровольцев приводило к дозозависимому снижению экспозиции ламивудина (AUC∞) на 14%, 32% ...
	ОСОБЫЕ УКАЗАНИЯ
	Препарат Гептавир-150 не следует применять одновременно с препаратами, содержащими ламивудин или эмтрицитабин.
	Применение ламивудина в комбинации с кладрибином не рекомендуется.
	Особые группы пациентов
	Дети (1)
	В клинических исследованиях у детей, получавших ламивудин в форме раствора для приема внутрь одновременно с другими антиретровирусными препаратами в форме раствора для приема внутрь, частота супрессии вируса и экспозиция ламивудина в плазме крови были...
	По возможности необходимо использовать режим антиретровирусной терапии, включающий все препараты в форме таблеток. Ламивудин в форме раствора для приема внутрь, применяемый одновременно с сорбитол-содержащими лекарственными препаратами, следует примен...
	ВЛИЯНИЕ НА СПОСОБНОСТЬ УПРАВЛЯТЬ ТРАНСПОРТНЫМИ СРЕДСТВАМИ, МЕХАНИЗМАМИ
	Специальные исследования по изучению влияния средства на способность управлять автомобилем и движущимися механизмами не проводились. Учитывая фармакологические свойства ламивудина, такое влияние маловероятно. Тем не менее, при оценке способности пацие...
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