MHCTPYKLUUA

Mo MeAULIMHCKOMY MPUMEHEHUIO NIeKapCTBEHHOro npenaparta

NAMUBYOUH

PerucTpaunoHHbIn Homep: JM-005609

ToproBoe HaumeHoBaHue: [laMnByaVH

MexayHapofHoe HenaTeHTOBaHHOe HaMMeHOBaHWe: NamM1ByaAVH
TNekapcTBeHHas dopma: pacTBop Al NpueMa BHYTpb

CocraB:

1 Mn npenapara CoAepXuT:

Helicmesyrowee sewecmeo: namusyauH — 10,00 mr.

BcriomoeamernbHsle seujecmsa: caxaposa — 200,00 mr; nponunenrnukons — 20,00 mr; HaTpus umTparta guruapat — 11,00 wr;
NMMOHHOM KncnoTbl MoHoruapat — 1,10 mr; apomatusatop nepcukoBblii — 0,30 Mr; apomatusatop kny6HU4HbIN — 0,30 Mr;
uetunnupuamunsa xnopua — 0,11 mr; auHatpusa agetata guruapat — 0,11 Mr; Boga ounweHHas — o 1 mn.

Onucanue: npoapawaM pacTBop oT 6ecLBETHOrO 10 CBETNO-KENTOrO LBETa co crnabbim XapaKkTepHbIM 3anaxoMm.

®dapmakoTepaneBTMYeckasn rpynna: npotusosupycHoe [B/Y] cpeactso.
Kop ATX: JOSAF05

®apmakonormyeckue cBoicTea

®apmakoduHaMuka

Mexa+usm delicmeusi

JlammByanH — aHanor Hykneosuaos, obnafaroLLmnin akTMBHOCTBIO B OTHOLLEHUW BUpYCca MMMyHodeduumTa YyenoBeka (BUY)
n Bupyca renatuta B (HBV). llamuByanH noaBepraeTcsi BHYTPUKNETOMHOMY MeTabonmamy ¢ obpa3oBaHWeM akTUBHOTO
Npou3BOAHOMO — namuByAuHa 5'-Tpudpocdata. OCHOBHON MexaHU3M ero AeiicTBusi — GroKMpoBaHWe CuHTesa Lenu B
npouecce obpatHoi TpaHckpunuun BUY. Tpudocdat obnanaer cenekTMBHON MHIMBMPYIOLLEN aKTUBHOCTBIO B OTHOLLIEHUN
pennukaumn BUY-1 n BUY-2 in vitro, a Takke akTUBHOCTbIO B OTHOLUEHUU PE3UCTEHTHbIX K 3WOOBYAUHY KIMHUYECKUX
nsonstos BUY. He Habnioganuck aHTaroHucTnyieckne addekTsl in vitro npu 0AHOBPEMEHHOM MPUMEHEHUN NaM1ByauHa U
ApyrviX aHTMPETPOBMPYCHbIX NpenapaToBs (MCCrefoBaHHbIe BellecTBa: abakasup, AMAAHO3MH, HEBUPAMWUH 1 3M0BYANH).
PesucmeHmHocmb

PeauctentHocTb BUY-1 k namuByauHy obycnosneHa 3ameHon ammHokmcnoTbl M184V B6nmsu akTMBHOTO LieHTpa BUPYCHON
obpatHoit TpaHckpunTaabl (OT). [aHHblii BapUaHT MyTaLmMy BCTpeYaeTcs Kak B YCNoBUSX in Vitro, Tak 1y MHPULMPOBAHHBIX
BMY-1 naumeHTOB, nONy4aBLUMX AHTUPETPOBMPYCHYIO Tepanuio, BKMOYatolwlylo namvsyauH. Mpu myTtauum M184V
3HAYMTENbHO CHKAETCS1 YYBCTBUTENBHOCTb K TAMUBYAWHY U YMEHbLUAETCS CNOCOBHOCTb BUpYCa K pennukaumu in vitro. B
nccnefoBaHNsiX in vitro 6bino YCTaHOBINEHO, YTO PE3UCTEHTHBIE K 31A0BYANHY U30MATLI BUPYCa MOTYT CTAHOBUTLCS YYBCTBU-
TenbHLIMU K €ro AefCTBUIO, ECIIN Y 3TUX W3OMSTOB OAHOBPEMEHHO Pa3BMBAETCS PE3UCTEHTHOCTb K NamuByauHy. OpHako
KNWHWYECKOe 3HaYeHNe 3TUX AaHHbIX A0 HACTOSILLErO BPEMEHU He OnpeaeneHo.

[aHHble in vitro, Kak NpaBuUNo, yKasbiBalOT Ha TO, YTO MPOJOIDKEHNE NPUMEHEHNs MTaMUBYMHA B COCTaBE aHTUPETPOBUPYC-
HOV Tepanuu, HeCMOTps Ha passuTve MyTauun M184V, MOXET NMPUBECTM K NOSIBNEHWIO OCTAaTOYHOW aHTUPETPOBUPYCHON
aKTUBHOCTW (BEpOSTHO, B peaynbraTe yXyALIeHUs pPennukaTBHON CNocobHOCTH Bupyca). KnnHuyeckas 3Ha4MMOCTb 3THX
pe3ynLTaToB He yCTaHoBNEeHa. B AeicTBATENbHOCT, AOCTYMHbIE KNUHNYECKUE JaHHble O4eHb OrpaHNYeHbl U He NO3BONAKT
caenaTb 0fHO3HauYHbIN BbIBOA B 3TOW obnactu. B niobom crnyyae, Havano npumererus HAOT, k KoTopbIM BUpYC BCe elle
YyBCTBUTENEH, BCErga AOMKHO ObiTb Gornee npeanouTUTENbHBIM, YeM MNPOAOIXEHWE Tepanuy NamuByAMHOM. Takum
o6pa3oM, NpoaomkeHne Tepanuum namMuByOMHOM, HECMOTPS Ha nosiBneHue mytauum M184V, cnegyeT paccmatpuBaTb
TONbKO B CryyYae OTCYTCTBUA Apyrux akTuBHbIX HAOT.

Mytaums OT M184V npuBoauT K pasBUTUIO NEPEKPECTHOW PE3NCTEHTHOCTW TOMbKO K aHTUPETPOBMPYCHLIM Mpenapatam
Knacca HyKneosnaHbIX MHIMGMTOPOB. 3MAOBYAVNH M CTaBYAUH COXPAHSIIOT CBOK aHTMPETPOBMPYCHYIO aKTUBHOCTL B OTHOLLE-
Huy lWtammoB BUY-1, pesncTeHTHbIX K nammByauHy. AGakaBup COXpaHSIeT CBOK aHTUPETPOBUPYCHYIO aKTUBHOCTb B OTHOLLE-
HuM WTammoB BUY-1, pesncTeHTHbIX K NamuByauHy v obnagarowwmx Tonbko MyTauvein M184V. LLtammbl ¢ myTaumen
OT M184V [eMOHCTPUPYIOT MeHee YeM 4-KpaTHOe CHWXKEHWE YYBCTBUTENbHOCTU K AMAAHO3WHY; KNMHUYECKoe 3HaveHue
3TUX [aHHbIX HEU3BeCTHO. TeCTbl Ha YyBCTBUTENBHOCTb N Vitro He OblMu CTaHAApTU30BaHbl, U WX pe3ynbTaTbl MOryT
BapbMUpPOBaTh B 3aBUCMMOCTM OT METOAOMNOTMYECKNX (DaKTOPOB.

In vitro namuByauH okasbiBaeT cnaboe LUTOTOKCUYecKoe AeiCTBUE Ha IMMOLMTLI Nepudepruyeckoii KpoBK, Ha yCTONYMBbLIE
nMdoLMUTapHbIE N MOHOLMTapHO-MaKpodararnbHble KNeTo4Hble NIMHAN U Psif, KINETOK-MPpeLIeCTBEHHNKOB KOCTHOTO Mo3ra.
®apmaKoKuHemuka

BcacbigaHue

JlaM1BYIMH XOpOLLO BCACLIBAETCS U3 XKEMNyAO4HO-KULLEYHOrO TpakTa, GMOAOCTYNHOCTL NaMUByAMHA Y B3POCHbIX Nocne
npuema BHYTpb 06bI4HO cocTaBnsieT 80-85 %. Mocne npuema BHYTPb cpeaHee BpeMsi (tmax) AOCTVMXKEHUS MaKCUMarnbHON
KOHLIEHTpaLmMn namvByauHa B CbiBOpoTke kpoBu (Cmax) coctaBnsieT okorno 1 4. Ha OCHOBaHUM AaHHbIX, NOMYYeHHbIX B
nccnefoBaHUM C y4acTieM 3[0pOBbIX JOOPOBOIbLEB, MPU NpueMe TepaneBTUYeckol [o3bl 150 Mr aBa pasa B CyTku
cpepHsisi (KB - koadhcpuumeHT Bapuaumu) paBHoOBecHasi KoHUeHTpauuss Cmax u Cmin namvByavMHa B nrnas3me KpoBw
coctaenser 1,2 mkr/mn (24 %) n 0,09 mkr/mn (27 %) cootsetcTBeHHO. CpeaHsas (KB) AUC (nnowapab nog dapmako-
KWHETUYECKOMN KPUBOW «KOHLIEHTpaLMsA-BpeMsi») B UHTepBane mMexay npuemamu 12 u coctaensert 4,7 mkra/mn (18 %). Mpwn
TepanesTuyeckon fo3e 300 Mr oauH pa3 B cyTku cpeaHsas (KB) paBHoBecHas koHueHTpaums Cmax, Cmin n AUC B nHTepBa-
ne mMexay npuemamu 24 4 coctaenstot 2,0 Mkr/mn (26 %), 0,04 mkr/mn (34 %) v 8,9 mkr*y/mn (21 %) COOTBETCTBEHHO.
Mpvem namuByAMHa BMECTe C NULLEi Bbi3bIBaeT yBenuyeHne tmax u cHuxenne Cmax (Ha 47 %), ogHako He BnMsieT Ha
06LLyto cTeneHb abcopbLmm nammByanHa (PacCYMTaHHYIO Ha OCHOBaHWK BenuunHel AUC).

CoBMeCTHOe MNpUMeHeHWe 3UAOBYAWHA MPUBOAMT K YBENMYEHUIO IKCMO3ULMW 3upoByauHa Ha 13 % W yBenuyeHuto
MaKCMMarbHO KOHLIEHTpaLWK B Nnasme KpoBu Ha 28 %. OTO SiBMeHNe He CHNTAeTCs 3HaYMMbIM AN 6e30NacHOCTY NaLmneH-
TOB U, CNefoBaTenbHO, He TpebyeT KoppeKLum 403.

Pacnipedenexue

o AaHHBIM KNMHWUYECKUX MCCRefoBaHWi Npu BHYTPUBEHHOM BBEAEHUM CPedHuii obbeM pacnpeeneHus namvByauHa
coctaensiet 1,3 n/kr, a HabnopaemMbln nepuop nonyebiBegeHUss — 5-7 4. CpegHWii CUCTEMHBINA KNMUPEHC NaMuByaMHa
coctaensieT npubnusutensHo 0,32 nfu/kr, GOMbLUYID YacTb KOTOPOrO COCTAaBMSIET MOYEYHbIA KIMPEHC Yepes cucTemy
TpaHcnopTa opraHMyeckux katuoHos (6onee 70 %).

JlaMmByMH NpOSIBNSIET NUHeHyo hapMakoKMHETVKY NPU MPUMEHEHUM B TepaneBTUYEeCKOM Auanas’oHe [03 U HU3KYI0
CTeneHb CBA3bIBAHWS C OCHOBHbIM GEMKOM Mnas3mbl KPOBU — anbbyMmHOM (< 16 %-36 % NO CPaBHEHMIO C CbIBOPOTOYHbLIM
anbbyMUHOM B UCCnenoBaHusXx in vitro).

OrpaHnyeHHble AaHHbIe YKa3biBatoT Ha TO, YTO NaMUBYANH NPOHUKAET B LIEHTParibHY0 HEPBHYIO CUCTEMY U CMIMHHOMOSIOBYHO
xupkoctb (CMXK). Yepes 2-4 4 nocne nepopanbHOro NpuemMa COOTHOLLIEHUE KOHLEHTpaLmm nammusyanHa 8 CMXX 1 cbiBopoT-
Ke KPOBW B CpeAHeM COCTaBnsno npubnuantensHo 0,12. ICTUHHas cTeneHb NPOHUKHOBEHUS!, @ Takke CBSA3b C KNMHUYECKON
3 HEKTUBHOCTHIO HEU3BECTHBI.

BuompaHcgopmayus

AkTuBHast dopma NammByavHa — BHYTPUKIETONHbIA NamuByanHa Tpudocdar — obnagaet 6onee AnUTENbHBIM KOHEUHbBIM
nepvoaoM nonyBbiBeAeHWst 13 KneTok (16-19 4) no cpaBHEHMIO C NEPUOLOM NOJYBLIBEAEHUS €r0 13 Nna3mbl KpoBw (5-7 u).
CornacHo AaHHbIM, MoMy4YeHHbIM y 60 B3pOCIbIX 300POBbIX 40OPOBOIbLEB, (DapMaKOKUHETUYECKNE NapameTpbl MamMnByau-
Ha B PaBHOBECHOM COCTOSIHWM Mpu npueme B Aose 300 Mr oguH pa3 B CYyTKW SKBMBAMNEHTHbI TaKOBbIM Npu NpuemMe B [03e
150 mr gBa pasa B cyTku B oTHoLeHnn AUC,, 1 Cmax Ans BHYTPUKNETOYHOro NaMmusyavHa Tpudocdara.

JlaM1BYIMH NPenNMyLLIECTBEHHO BbIBOAWTCS B HEM3MEHEHHOM BiAe nodkamu. MeTabonuyeckue B3anMoaencTsus naMmmByam-
Ha C ApYrMMM NekapcTBEHHbIMW NpenapaTtamy ManoBeposiTHbl BBUAY He3HauuTenbHoro metabonuama B nevern (5-10 %) u
HU3KOW CTENEHN CBS3bIBAHUSA C Benkamm nnasmbl KpoBy.

BrigedeHue

B nccnenoBaHusx ¢ y4acTMeM NaLMeHTOB C MOYEYHOWM HEAOCTaTOMHOCTbIO BbINo NOKa3aHo, YTO HapyLUeHne yHKLMM nodek
BMSET Ha BblBEAEHME NammByavHa. PekomeHayeMmbll pexum [03MpOBaHUA ANA NaUWMEeHTOB C KIMPEHCOM KpeaTuHUHA
mMeHee 50 Mn/MUH npuBeaeH B pasagene «Cnocob npyMeHeHns 1 403bI».

B3aumopeiictBne ¢ TPUMETONPUMOM - KOMMOHEHTOM KO-TPUMOKCA30Ma - NPUBOAUT K MOBLILIEHNIO 3KCMIO3ULMM NIaMUBYANHA
Ha 40 % npv NPUMEHEHUN B TEPANEBTUYECKMX A03aX. TEM HE MEHEe, 3a UCKMIOYEHNEM NALMEHTOB C NOYEYHON HeoCTaTou-
HOCTbIO, KOppeKLuus [o3bl He Tpebyetcs. CneayeT TLaTeNbHO OLEHMBATb BO3MOXHOCTb OJHOBPEMEHHOTO MPUMEHEHMS
KO-TPUMOKCa3ona C NamMm1ByAMHOM Y NaLMEHTOB C NOYEYHON HEAOCTATOYHOCTbIO.

Ocobble 2pynnbi NayueHmos

Hemu

AbcontoTHas 61ogoCTynHOCTL namuByanHa (npumepHo 58-66 %) Gbina Huxe n Gonee BapuabenbHa y AeTeit mnaplue
12 ner. MNpvem namvByauHa y aeteit B dhopme TabneTok 0AHOBPEMEHHO C APYTUMW aHTUPETPOBMPYCHBIMW NpenapaTtam B
dopme Tabnetok obecneunBan 6onee Bbicokne 3HadeHnss AUC= 1 Cmax nammByauHa B nnasme KpOBU MO CPaBHEHMIO C
pacTBOPOM Ansi NpUema BHYTPb, MPUHMMaEMbIM OHOBPEMEHHO C APYrIMM aHTMPETPOBMPYCHLIMM NpenapaTtamn B dopme
pacTBopa Ans npuema BHyTpb. Y AeTel, NonyyaBLUMX NaMuBYAVH B hopme pacTBopa Anst npueMa BHYTPb B COOTBETCTBUM
C PEeKOMeHAOBaHHbIM PEXMMOM [03MPOBaHUS, Oblna [OCTUTHYTa 3KCMO3WLMS NMamMuByAMHA B NnasMe KPOBM, 3HAYEHUs
KOTOPOW HaxoAunuchb B AvanasoHe, MOSlyYeHHOM Yy B3pOCHbIX NaUWeHTOoB. Y AeTeil, NPUHUMABLLMX NaMuBYAUH B dhopme
TabneTok B COOTBETCTBUM C PEKOMEHOBAHHBIM PEXMMOM [03MPOBaHMUS, SKCMO3NLMS NaMUBYAMHA B NnasMe KpoBu bbina
BbilLE, YeM Y AeTel, NPUHNMABLUMX NMamMUBYOAMH B (hOpMe pacTBopa AN Mprema BHYTPb, MOCKOMbKY B hopme TabneTok
naumeHTbl nonyyaroT 6onee BbICOKME 103bl B NepecyeTe Ha MI/Kr Macchl Tena, 1 nammByavH B hopme TabneTok xapakTepu-
3yetcs bonee BbICOKOW BMOAOCTYNHOCTLIO. B CBA3M C ykaszaHHbIMK pasnnunsiMi pekomeHayemas [o3a namvsyauHa ans
feTeit (B Bo3pacTe cTapLue 3 MecsiLeB 1 ¢ Maccoii Tena meHee 30 kr) coctaBnsieT 5 Mr/kr ABa pasa B CyTku. apMakokuHeT-
Yyeckve uccrnefoBaHNs NPUMEHeHNst NaMmuByaMHa Y AeTel B hopme pacTBopa Ans npuema BHYTpb 1 B dhopMe TabneTok
nokasanu, YTo NpueM npenaparta OfiMH pa3 B CyTKW dKBMBareHTeH no nokasartentio AUC,,, npuemy npenapata Aea pasa B
CyTKW Npu oanHakoBow obLUel CyTouHol fo3e. [laHHble No drapmMakokMHeTUKe npenapata y [eTeil B Bo3pacTe mnaflle
3 MecsiLeB OrpaHnyeHbl. Y HOBOPOXAEHHbIX Ha NEPBOW HeAene XW3HWU KIMpeHC naMuByauHa Npu npueme BHYTPb Obin
CHIDKEH MO CPaBHEHMIO C AeTbMK 6onee CTapLuero Bo3pacTa, BEPOSTHO, BCNEACTBIE HE3PENOCTN BblAENUTENbHON (PYHKLMM
noYeKk N HemocTosHCTBa nokasatenei abcopbumn. Takum 06pa3om, ANs AOCTWKEHWUS SKCMO3ULMK, CXOOHOW C TakoBOW Y
B3pOCMbIX U [AeTel, peKOMeHA0BaHHasA [03a AN HOBOPOXAEHHbIX COCTaBnAeT 2 Mr/kr ABa pa3a B CyTKW. [laHHble no
MPUMEHeHNo Npenapara y HOBOPOX/AEHHbIX B BO3pacTe cTaplle 1 Heaenn oTCyTCTBYHOT.

lNayueHmbI noxunozo eo3pacma

[laHHble No chapMaKokMHeTWKe NaMuUBy/AMHA Y MALMEHTOB cTapLue 65 NeT oTCyTCTBYIOT.

MNayueHmsl ¢ HapyweHuem yHKUUU rnoyek

Y naumeHTOB C HapyLlleHreM (YHKLMM NOYeK KOHLEHTpauus naMmeyavHa B nnasme kposu (AUC) noBbilleHa BCneacTave
CHIDKEHHOTO KnnpeHca. Takum o6pasoM, nauyeHTam ¢ KNMPeHCoM KpeaTiHHa MeHee 50 M/MUH HeobXoaNMO yMeHbLIEHNE
[03bl NaMVBYANHA.

lMayueHmel ¢ HapyweHuem yHKUUU neveHu

[laHHble O MPUMEHeHWW NamuByaAMHA Y NALMEHTOB CO CPEAHEN U TSHKENOW CTENeHbI0 HapylleHUs YHKLUAW NeYeHn
CBWAETENBCTBYIOT O TOM, YTO HapyLleHne YHKLMN NeYeHN CYLLECTBEHHO He BNUSIET Ha (hapMaKOKUHETUKY naMuByanHa.
BepemeHHocmb

dapmakokMHeTKa namuByAMHa npu GepemMeHHOCTM He OTNMYaeTcs OT ero (apMakoOKMHETUKM B ClydYae OTCYTCTBUS
6epemeHHOCTN. KOHLEHTpauus namuByavHa B CbIBOPOTKE KPOBW [€Tell Mpu poxaeHWW Obina aHanornyHa TakoBoW B
CbIBOPOTKE KPOBM MaTepu 1 MynoBUHHON KPOBM HA MOMEHT poAOpaspeLLeHn s, YTO COrnacyeTcs ¢ AaHHbIMM O MAacCUMBHOM
NPOHNKHOBEHUM NaMWBYAMHA Yepes3 MNaLeHTy.

MNMoka3aHuA K NpUMEHEHUIO
INeyeHne BUY-nHdbekLmMM B cocTaBe KOMGUHMPOBAHHO aHTUPETPOBUPYCHOW Tepanumn y B3pOCHbIX U AETEN.

MpoTuBonokasaHus

lMoBbILLEHHasA YyBCTBUTENBHOCTL K NIAMUBYAMHY UMK NI0GOMY IpYroMy KOMMOHEHTY npenapara.

[etckuin BospacT Ao 3 MecsiLeB (BCNEACTBUE TOMO, YTO AaHHble MO MPUMEHEHMIO Mpenapata B 3Toi BO3pacTHOM rpynne
orpaHuyeHbl).

leduunt caxapasbl/msomansTasbl, HeNEPEHOCUMOCTb (PPYKTO3bI, FMIOKO30-ranakTo3Has Mansabcopouys.

MpumeHeHWe Npu 6epeMeHHOCTU U B NeproA, rpyAHOro BCKapMnmBaHUs
PepmunbHocmb
PesynbtaTbl uCCnefoBaHNiA Ha XKMBOTHBIX MOKa3anu, YTo NaMUBYAVH He OKa3bliBaeT BUSHUE Ha PepTUIBbHOCTb.
BepemeHHOCMb
Kak npaBwvio, npy NpUHATUM peLLeHnst 06 UCMoNb30BaHNM aHTUPETPOBUPYCHbIX NMpenapaToB Ans nevenus BUY-uHdekummn y
6epeMeHHbIX KEHLLMH 1, kak CreacTBUe, ANs CHWKEHWUS pucka BepTukanbHon nepegayn BUY-nHdekummn HoBopoxaeHHOMY,
criefyet yuuTbiBaTb AaHHblE WUCCNEfOBaHWA Ha XMUBOTHbIX, @ TakKe KIMHWYECKUIA OMbIT NPUMEHeHUs y GepemMeHHbIX
KEHLLMH.
MccnenosaHust No NpUMEHEHUIO NaMUBYAMHA Y XMBOTHbIX NMOKasanu yBenuyeHue paHHein amGpuoHarnbHOM CMEPTHOCTU Yy
KPOMMWKOB, OHAKO Y KpbIC AaHHbIA adpdekT He Habniopaancs. bbino yctaHoBMeHO, YTO Yy YeroBeka BO3MOXHA nepepaya
namuByAMHa Yepes NnaueHTy.
Y GepeMeHHbIX XeHLUWH, nonyyaBlumx namvsyauH, Gonee 1000 ucxonoB 6epeMeHHOCTV Mocre NPUMEHEHUSI BO BpPeMsi
nepsoro Tpumectpa u 6onee 1000 ucxonoB 6epeMeHHOCTM Mocne NPUMEHEHUs1 BO BPEMSI BTOPOrO M TPETLETO TpUMECTpa
[EMOHCTPUPYIOT OTCYTCTBME Manb(opMaTUBHOIO U heTanbHOro/HeoHaTanbHoro Bo3AencTaus. JlekapCTBEHHbIN npenapat
JlammBYyAMH MOXHO NPUHUMATL BO BpeMs GEPEMEHHOCTM B Criyvae KIIMHNYECKo HeobxoanmocTi. Ha oCHOBaHWM JOCTYMHbIX
[AaHHbIX MOXHO CAenaTb BbIBO4 O TOM, YTO MPU NpUMeHeHun npenapata JlamuByauH Yy YenoBeka PUCK BPOXAEHHbIX
naTonoruit ManoBeposTeH.
[ins BUY-MHDULMPOBAHHBIX XEHLLMH C KO-UHEKLMEN renatuTa, NonyyatroLmx Tepanuio NammByanHOM, B criydae HacTynie-
HUs 6epeMeHHOCTU crefyeT yuYnTbiBaTb BO3MOXHOCTb PeLMavBa renatuta nocne npekpaiieHns NpuMeHeHUst naMmnByauHa.
MumoxoHOpuanbHas ducehyHKYUS
B vccnenoBaHusx in vitro v in vivo 6bino NpoAeMOHCTPUPOBAHO, YTO aHanory HykneoswaoB W HYKNEeoTUAOB CrMOCOGHbI
BbI3bIBaTb MOBPEXAEHUA MUTOXOHAPUIA PasnUYHON cTeneHun. bbinu 3aperncTpupoBaHbl COOBLLEHNSE O MUTOXOHAPWANbHON
AMCYHKUMM Y AeTeln, NoABEepraBLUMXCS BO3AENCTBUIO aHAmnoroB HyKneos3naoB BHYTPUYTPOOGHO W/MnM B nOCNepofoBOM
nepwvoge.
Mepvop rpyaHoOro BckapMnmBaHus
Mocne npuema BHYTPb NMamMUBYAMH BbIAENSETCS B rPyAHOE MOMOKO B KOHLEHTPALMSX, aHanorvyHbIX KOHLEHTpaLusM,
06HapyXeHHbIM B CbIBOPOTKe KpOBU. Ha ocHOBaHMM pe3ynbTaToB KccneaoBanus 6onee 200 nap «maTtb/pebeHoky, nomnyyas-
wux Tepanuio BUY-uHdbekumnm, KoHUEeHTpauus naMmmByaMHa B CbIBOPOTKE KPOBU AETEN, HAXOASALLMXCS Ha rpyAHOM BCKapM-
nUBaHWM y MaTepen, nonyyaswux Tepanuio BUY-nHdbekmmn, odeHb Hi13ka (< 4 % OT KOHLEHTpaLWn B CbIBOPOTKE KPOBW
Matepu) U NOCTeNeHHO YMEHbLIAeTCA [0 HeOonpeaensieMoro YpoBHs Npu AOCTWKEHUWN TPYAHbIMW AeTbMU 24-HeaenbHOro
Bo3pacrta. [laHHble no 6e30nacHOCTV NPUMEHEHNS NaMUBYAVHA Y AETEN MNajLle Tpex MecsLeB oTcyTCTBytoT. BUY-nHduumn-
POBaHHbIM XeHLUMHaM HU NPK Kakux 06CToATeNbCTBAX HE PEKOMEHAYETCS MPOBOAWTL FPyAHOE BCKapMIvBaHue BO u3bexa-
Hue nepepaun BUY pebeHky.
Cnoco6 npumeHeHUs1 U [03bl
Mpenapat JomkeH HazHaYaTbCs BpayoM, UMEOLLUM OnbIT neveHns BUY-uHdbekumm.
Mpenapat npyMeHsieTCs BHYTPb BHE 3aBUCUMOCTU OT NpUemMa MLy,
[lns naumeHTOB, KOTOPbIE UCMbLITLIBAIOT TPYAHOCTU C MpornaTbiBaHMeM TabrneTok, npegHas3HayeHa nekapcTBeHHast hopma
pacTtBopa Ans npvema BHyTpb.
Mpu nepexopae OT pexunma Npuema fsa pasa B CyTKM K peXuMy npuema OavH pas B CyTKV CNeayeT NPUHATL NepByto pEKOMEH-
Ayemylo OHOKPaTHYI0 403y NpUMepHO Yeped 12 4 nocne nocnegHen NPUHATON 403bl NO PEXUMY ABYKPATHOrO npuema, a
3aTeM NpofonkaTb NPUHUMATh PeKOMEHAYEMYI0 OJHOKPaTHYl0 403y NpUMepHO Kaxable 24 4. lNpu Bo3BpaTe K pexumy
npuema fBa pasa B CYTKU criefyeT NMPUHSATb NepBYl0 PeKoMeHAyeMyto A03y MO PexuMy ABYKPATHOrO npuema npumepHo
Yyepes 24 4 nocrne nocnegHemn NPUHATON OAHOKPATHOM [03bl.
Mpu nepexoge oT Nnpuema npenapata B hoopme pacTBopa k npremy npenaparta B doopme Tabnetok, Mnu HaobopoT, Heobxo-
[MMO crefoBaTh pekoMeHAaumMsaM no 03VpoBaHWio npenapara, YCTaHOBMNEeHHbIM ANs KakaoW KOHKPETHOW NiekapCTBEHHOW
cdopmbl.
B3apocnbie u demu ¢ maccoli mena He meHee 25 ke
PekomeHayemas fosa nammsyamHa coctaensieT 300 mr (30 mn) B CyTkW. YkasaHHasi CyTouHas [1o3a MOXET BbITb pasgeneHa
Ha aBa npuema no 150 mr (15 mn) unu npuHrMaThes ogHokpaTHo no 300 mr (30 M) B CyTKM.
Ocob6bie 2pynnbi nayueHmos
[Hemu (c maccoli mena meHee 25 K2)
JHemu mnadwe 3 mecsiues
MmetoLmxcs AaHHbIX HEAOCTaTOYHO ANt peKOMeHAALMN pexvma A03UPoBaHNs.
LHemu om 3 mecsiyes 0o 1 200a
PekomeHayemas nosa coctasnsiet 0,5 mn/kr (5 mr/kr) ABa pasa B cyTku. Ecnu pexxum npvema aBa pasa B CyTKW HEBO3MOXEH,
MoXeT BbITb paccMOTpeHa BO3MOXHOCTb npuema 1 mr/kr (10 Mr/kr) oguH pas B cyTku. CrieayeT yuuTbiBaTh, 4TO ANst 3TON
rpynnbl NALMEHTOB AaHHble O MpUeMe npenaparta B pexume OfuH pa3 B CYTKM O4EHb OrpaHuYeHsbl.
JHemu cmapwe 1 200a
PekomeHpayemas fosa coctasnsiet 0,5 mn/kr (5 mr/kr) ABa pasa B cyTku unu 1 mn/kr (10 Mr/kr) oouH pas B CyTKu.
lMayueHmb! noxunoeo eo3pacma
[laHHble MO MPUMEHEHWI0 NamMUBYAMHA y 3TOW KaTeropum nauMeHTOB OTCYTCTBYIOT, OAHAKO credyet cobnioaatb ocobyio
OCTOPOXHOCTb NPV MPUMEHEHWUM Y TaKMX MaUMEHTOB B CBS3M C BO3PACTHbIMU U3MEHEHWUSMW, TakuMK Kak yxydlleHue
yHKLMM NOYEK U U3MEHEHWE NOKa3aTenein KpoBu.
lMayueHmel ¢ HapyweHuem yHKUUU MoYek
Y NauMeHToB C HapyLueHneM YHKLUM NOYEK CPEAHEN U TSHXKENON CTENeHW KOHLEHTpaLuus namuByAMHa B Nna3me Kposw
(AUC) noBbllieHa BCNEACTBME CHUXEHUSt knupeHca. [Mo3ToMy ANs Takux nauveHToB Heobxopuma KOppekuust [o3bl
npenapara, kak nokasaHo B NpeACTaBMEHHbIX Hibke Tabnuuax.

PekomeHOayuu no nod6opy 0o3bl y 83pocrbix u demell ¢ maccol mena He MeHee 25 ke

KnupeHc kpeatuHnHa (M1n/mMuH) Mepsas gosa MopaepxuBatowas aosa
300 mr (30 mn) 300 mr (30 mn) oauH pas B CyTKW
250 unu unm

150 mr (15 mn) 150 mr (15 mn) ABa pasa B CyTKu
ot 30 o <50 150 wmr (15 mn) 150 mr (15 mn) oguH pa3 B CyTKM
oT 15 00 <30 150 wmr (15 mn) 100 mr (10 mn) oanH pa3 B CyTKK

or500<15 150 mr (15 mn) 50 mr (5 Mn) oavH pas B CyTKM
MeHee 5 50 mr (5 mn) 25 mr (2.5 Mn) ogvH pas B CyTKK

[laHHble 0 NPUMEHEHUM NaMUBYAUHA Y AETEN C NOYEYHON HELOCTATOYHOCTbIO OTCYTCTBYHOT. CriedyeT pacCcMOTPeTb HEOGXO0-
OMMOCTb CHVKEHWSI 403bl W/UNW YBENUYEHUS MHTEpBana npuema npenapara y AeTel B Bo3pacte He MeHee 3 MecsLEeB W
BECOM MeHee 25 K. Y AeTel ¢ NoYeYHON HEA0CTAaTOMHOCTbIO PEKOMEHAYETCS CHUXKEHNE [03bl B COOTBETCTBUM C UX KNUPEH-
COM KpeaTuHWHa B TO ke NPOMOPLMN, YTO 1 Y B3POCTIbIX.

PekomeHdayuu no nodbopy 003bi 0151 Oemeli 8 o3pacme = 3 Mecsues u ¢ maccoli mena meHee 25 ke

KnupeHc kpeaTuHuHa (Mn/MuH) MepBas fo3a MoppepxvBatowas fosa

10 mr/kr 10 MI/Kr 0AMH pa3 B CyTKM
=50 unm unu
5 mr/kr 5 mr/kr ABa pasa B CyTku
ot 30 go < 50 5 mr/kr 5 Mr/Kr oauH pas B cyTku
ot 15 a0 < 30 5 mr/kr 3,25 MI/Kr 0OAWH pas3 B CyTKM
or5<15 5 Mmr/kr 1,63 MI/Kr OAMH pas3 B CYTKM
MeHee 5 1,63 mr/kr 0,88 Mr/Kr oauH pas B CyTKu

MayueHmb! ¢ HapyweHUeM hyHKUUU NeyeHu

[aHHble, nomyyeHHble y NaUMeHTOB C HapyleHUeM (PYHKLUW NEYEHU CPEeAHEn W TSHKENOi CTereHu, MnokasbiBaloT, YTo
ANCHYHKLMS NEYeHN He OKa3biBAET CYLLECTBEHHOTO BIIUSHUSA Ha (hapMakoKUHETVKY NamMuByamnHa. VIcXoas U3 3TUX AaHHbIX,
A5 NAUMEHTOB C HapyLLEHVEM (yHKLMM NEYEHU CPeaHeN U TSHKENOii CTeNeHn Koppekuys 403kl He TpebyeTcs, 3a Ucknove-
HUEM cryyaes, Koraa HapyLueHue (YHKLWM NeYeHn CoNpoBOXAAETCS HapyLIeHWeM (YHKLMM NOYeK.

MHCTpyKLUmMsA No Mcnonb3oBaHMIO AO3MPYHOLLEro Wnpuua
Mpunaraembiit AO3MPYIOLLMIA WNPUL, NpeAHa3HaueH Anst TOYHOTO OTMepUBaHWS Ha3HaYeHHOW A03bl Npenapata JlaMuByauH,
pacTBop Ans npuema BHYTPb.

1. CHUMUTE KPBILLKY C hnakoHa.

2. MNnoTHO BCTaBbTE AO3UPYIOLLMIA LUNPWULL B OTBEPCTUE aaanTepa.

3. MepeBepHUTE bnakoH.

4. MNoTsHyB 3a NopLUeHb [03VPYIOLLEro LUNpULA, OTMEPLTE TOYHOE KOMUYECTBO NepBOii NOpLIMM OT Ha3HaveHHon Bam nonHoi
[103bl Npenapara.

5. MNepeBepHWTE (hnakoH roprbILKOM BBEPX, M3BEKUTE LUNPUL, U3 aganTepa.

6. MNMomecTnTe KOHYMK LIMpULA 3a LeKy W MEeANeHHO HadaBnvBaliTe Ha MOpLUeHb LWNpuua, NOCTENEHHO npornartbiBas
npenapat. He HagaenvBaiiTe Ha NOPLUEHb CIIMLLIKOM CUMbHO U HE HanpaBnsanTe LWNPUL, Ha 3aAHI0K0 CTEHKY rMOoTKW, nonaga-
HUe CTPYW pacTBOpa Ha 3a[HIOK0 CTEHKY MMOTKV MOXET BbI3BaTb yAYLUbE.

7. MNosTtopuTe aTanbl 2-7 A0 NONYYEHWs NOMHON A03bl.

8. lMocne Mcnonb3oBaHWUA M3BMeKUTe LWNpuUL U3 drakoHa W TaTenbHO NPOMOWTe YMCTOW BogoW. Mo3BonbTe LWnpuULy
MOMHOCTbLIO BLICOXHYTb [0 CReaytoLLero UCnonb30BaHus.

9. MNnoTHO 3akpoinTe (rakoH KPbILLKOWA.

NMobouHoe aelicTBue

OnvcaHHble HIKe HexenaTenbHble peakLumm oTMevanucb npu neveHun BUY-nHdekummn nammsyamHom.

HexenatenbHble peakuuu, knaccubuumpoBaHHble Kak CBA3aHHbIe UM BO3MOXHO CBA3aHHbIE C Tepanvei NaMuByanHOM,
nepeyncneHbl HUXe B COOTBETCTBUM C MOPAXEHUMEM OpPraHOB W CUCTEM OpPraHOB W 4acToTOi BCTpedaeMocTu. YacToTa
BCTPEYaeMOoCTH onpeaensieTcs crneayowmm obpasom: oveHb yacmo (21/10), yacmo (= 1/100, <1/10), Heyacmo (21/1000,
<1/100), pedko (21/10000, <1/1000), oueHb pedko (< 1/10000). B npepenax kaxaoi KaTeropum 4acToTbl HexenarenbHble
peakuun NpefcTaBneHbl B nopsiake yobiBaHWS CEPbE3HOCTY.

HapyweHusi co cmopoHbl Kposu u numMghamuyeckol CUCMEMbI: HeYacmo — HEUTPOMNEHWS U aHeMUs (MHOTrAa B TSHKENown
dopme), TPOMBOLMTONEHUS; 0YeHb PeAKO — UCTUHHAS 3PUTPOLMTapHas annasus.

HapyweHus co cmopoHbl 06MeHa gewecms U numaHus: 4acmo — runepnakTateMus; o4eHb pedko — nakToaumaos.
HapyweHusi co cmopoHbl HepeHoU cucmemMbl: 4acmo — ronoBHast 6onb, 6eCCOHHMLA; o4YeHb pedko — nepudepuyeckas
HeliponaTus, B TOM Y1Cre napectesnu.

HapyweHusi co cmopoHb! ObixameribHOU cucmeMbl, op2aHos epyoOHOU Kremku U cpedocmeHuUst: Yacmo — Kallenb, Hasanb-
Hbl€ CUMMTOMBbI.

HapyweHusi co cmopoHsbI xeny004HO-KUWEYHO20 mpaKma: Yyacmo — TOLIHOTa, pBoTa, 6onb unu cnasmbl B X1BOTe, AMapes;
PpeOKo — NaHKPeaTuT, NOBbILLEHNE aKTUBHOCTU CbIBOPOTOYHOM ammnasbl.

HapyweHusi co cmopoHbI MeYeHu U Xen4esbiso0auux mymed: He4acmo — TPaH3UTOPHOE MOBbILLEHNE aKTUBHOCTH NeYEeHOY-
HbIX PepPMEHTOB anaHnHamuHoTpaHcdepasbl (AJ1T), acnaptatamuHoTpaHcdepasbl (ACT); pedko - renatur.

HapyweHusi co cmopoHbI KOXU U MOOKOXHbIX MKaHel: 4acmo - CbiMb, anoneuuns; peoko - aHrMOHEBPOTUYECKUI OTEK.
HapyweHusi co cmopoHb! CKeNemHo-MbIWeEYHOU U COeOUHUMEbHOU MKaHU: 4acmo — apTparnrvisi, MblLUEYHbIE HapYyLLIEHNS;
pedko - pabgomuonuas.

Obuwjue paccmpolicmea U HapyWweHUs 8 Mecme 88e0€HUS: 4acmo — YyBCTBO YCTanocTu; HeAoMoraHue, Nxopaaka.
3apernucTpmpoBaHbl Criyvyaun pasBuUTUSi OCTEOHEKPO3a, OCOBEHHO Y NauneHToB ¢ 06LLenpu3HaHHbIMU hakTopamu pucka, Ha
npoaBuHyTon ctagun BUY-uHdbekummn vnn npyu AnutensHon KOMOWHWPOBAHHOW aHTMPETPOBMPYCHOW Tepanuu. YactoTa
BCTPEYAEMOCTH 3TOrO SBMEHUS HEN3BECTHA.

Bo Bpemsi npoBeAeHVst aHTUPETPOBUPYCHOWM Tepanun MOXeT OTMEeYaTbCs YBENIMYEHWEe Macchl Tena, a Takke NoBblLLeHne
KOHL|EHTpALIMK [MoKO3bl ¥ UNULO0B B KPOBY.

Y BUY-MHDMUMPOBAHHbBIX MALMEHTOB C TshKenbiM UMMYHOAEMULMTOM Ha MOMEHT Havana KOMGUHUPOBAHHOW aHTUPETPOBY-
PYCHOV Tepanuy BO3MOXHO pa3BuTVe BOCNANWUTENbHOA peakLmn Ha poHe 6eCCUMNTOMHBIX ONMOPTYHUCTUYECKUX UHADEeKLMiA
UNK MX OCTaTOYHbIX SIBNEHUN. AyTOUMMYHHbIE 3abGoneBaHus (Takue kak 6onesHb [peiiBca v ayTOMMMYHHbIV renaTuT) Takke
Habntoganuch Ha (hoHe BOCCTAHOBIEHNUS UMMYHUTETA, OAHAKO BpeMs NepBUYHbIX NPOSIBNEHWIA BapbupoBaro v 3abonesa-
HUe MOro BO3HMKaTb Yepe3 MHOTO MecsiLieB Nocrne Havana Tepanuu.

Hemu

Y naumeHToB AeTckoro Bo3pacta (o1 3 MecsiueB A0 17 neT), NPUHUMAaBLLUMX NamWBYANH OAWH UMK [iBa pasa B CYTKW, He Obinu
BbISIBIIEHbI AOMNONHUTENBHbIE NPOBNEMbI, CBS3aHHbIE C 6e30MacHOCTbI0, MO CPABHEHWIO CO B3POCTIbIMU.

Mepepo3sunpoBka

CUMNTOMBI M MPU3HAKK

MmetoTcs orpaHnyeHHble AaHHble O MOCNeACcTBUSIX OCTPOW Nepefo3npoBKU NaMuByAUHA Y YeroBeka. Cnyyan netanbHoro
CXOAa He YCTaHOBMEHbl, COCTOsIHME BCEX MalMeHToB HopmanuaoBanock. Kakve-nubo cneumduyeckue npusHaki wim
CUMNTOMbI NEPEeOo3VNPOBKA NAaMUBYAMHA He BbISBMEHDI.

TNeyenne

B cnydyae nepefo3npoBku criefyeT KOHTPONMPOBaTb COCTOSHME NaLeHTa U No HeoBXOAMMOCTY NPOBOAUTL CTaHAAPTHYO
nofAepxvBaroLLyto Tepanuto. MockonbKy naMmnByavH BbIBOAWTCS M3 OpraH13Ma C NOMOLLbIO Ananuaa, Ans NeYeHns nepeno-
3MPOBKM BO3MOXHO MPUMEHEHNE HEMPEPBIBHOMO reMoaunanusa, oaHako cneumanbHble UCCNefoBaHUs He NPOBOANMMUCE.

B3aumopeiicTBMSA C ApYrMMU NekapCTBEHHbIMU CpeACcTBaMu

MccnenoBaHust nekapCTBeHHbIX B3aMMOAEWCTBUIA Bbinin NPOBEAEHbI TONMbKO C y4acTueM B3pOCTbiX MaLUEHTOB.
MeTabonuyeckoe B3aMMOLENCTBIE NAMUBYAMHA C APYrIMU NpenapaTamym MarioBEPOSITHO B CBSI3W C €ro He3HaUMTEmNbHbIM
MeTabonmM3mMoMm, orpaHNYeHHbIM CBS3bIBaHMEM C Bernkamm nnasmbl KPOBM W NMPaKTUYECKW MOSHLIM BbIBEAEHWEM YEPE3 NOYKU
B HEU3MEHEHHOM BUAE.

OpHoBpeMeHHOe NpUMeHeHKe KoMBKUHaLMM mpumemonpum/cynsghamemokcasosn B ose 160 mr + 800 mr (ko-TpuMokcason)
NPUBOAUT K NOBBILLIEHWIO SKCMO3WLMM NamMmnByanHa Ha 40%, 4To 0ByCroBneHo Hanmynem TpUMeTONpUMa; Hanuuue cynbda-
MeTOKCa30ma He Oka3blBaeT BNUSIHWS Ha hapMaKOKMHETUKY nammuByamHa. OfHaKo, 3@ UCKIIOYEHWeM NaLMeHTOB C MOYe4HOM
HEOCTAaTOYHOCThI0, KOPPEKLIUS 03kl TaMUBYAMHA He TpebyeTcs. NlaMyBYaNH He OKa3blBaeT BNUSIHWS HA (hapMaKOKMHETUKY
TpUmeTONpUMa MK cyrnbamMeTokcasona. B cryyae, korga ogHOBpeMEHHOE NMPUMEHEHWE KO-TPUMOKCasona siBhsieTcst
onpaBAaHHbIM, NauMeHTbl OOMKHbI HaxXoAUTbCS MOA KIMHUYECKUM HabniogeHvem. Crenyet usberatb COBMECTHOTO
NPUMEHEHNS1 TaMUBYAWHA C KO-TPUMOKCA30MOM B BbICOKUX A03aX ANsl MEeYeHUsi MHEBMOHWW, BbI3BaHHOW Pneumocystis
jirovecii, n Tokconnaamosa. CrneayeT yuuTbiBaTb BO3MOXHOCTb B3aUMOAEWCTBUA NamuByanHa C ApYrMn OLHOBPEMEHHO
NPUMEHSIEMbIMU NEKapCTBEHHbIMW NpenapataMii, B 0COBEHHOCTU TEMM, Y KOTOPbIX OCHOBHBIM MEXaHU3MOM BbIBEAEHUS
SBNSAETCA aKTUBHAs KaHamnbLieBasi CekpeLus Yepes CUCTeMy TpaHCropTa OpraHU4eckux KaTWOHOB (Hanpumep, TPUMETo-
npum). [pyrue feiicTsylolime BeLiecTBa (Hanpumep, PaHUTUAVH, LMMETUAMH) N YacTUYHO BbLIBOASTCS C MOMOLLbIO
yKa3aHHOro MexaHu3Ma 1 He B3aMMOZECTBYIOT C NaMUBYAUHOM.

AHarorv Hykneo3uaos (HanpuMep, AMAAHO3VH, 3UOOBYAMH) He BbIBOASTCS MOCPEACTBOM JAaHHOTO MexaHu3Ma, 1 UX B3auMo-
[elicTBYe C NaMUBYAMHOM ManoBEPOSITHO.

Mpn OOHOBPEMEHHOM NpUWMEHeHUM namuByanHa W 3udosyOuHa HabnojaeTcs ymepeHHoe (Ha 28%) yBsenuyenue
MaKCUManbHOW KOHLEHTpaLWy 3uaoByauHa B Nna3me KpoBw, Npu 3ToM obLuas akcnosnums (AUC) cyLecTBEHHO He N3MEHS-
eTcs. 3uaoBYAVH He BNUSIET Ha (hapMaKOKUHETUKY naMuByanHa.

Mpenapart llamMnByAnH He crneayeT NpUHUMATL OAHOBPEMEHHO C APYrIMU aHanoramm UMTUANHA, TakuMK Kak AMTPULMTaBMH,
B CBSI3 C €0 CXOACTBOM C AaHHbIMM NpenapaTtamu. Kpome Toro, npenapar flammByavH He crieayeT NpuHAMATL C H0ObIMK
ZpyriMm1 NekapCTBEHHbIMU NpenapaTtamy, CoaepXallumMy NaMmuByauH.

In vitro naMnByanH MHMIMBMPYET BHYTPUKNETOYHOE hocchopunmpoBaHme kradpubuHa, YTo obycnaBnmBaeT NoTeHUManbHbIA
puck notepy apEKTUBHOCTU knadpubuHa B Criyyae KOMOWHMPOBAHUS B YCIOBUSX KIMHUYECKOW MpakTUk1. HekoTopble
KMUHWUYECKME [aHHble Takke MOATBEPKAAT BO3MOXHOCTb B3aWMOLEUCTBUS MEXAY IaMUBYAMHOM U KnagpubuHoM.
MoaToMy ofHOBpeMEHHOE NPUMEHEHME NaMUBYAVHA U KnaapubuHa He pekoMeHA0BaHO.

Lintoxpom CYP3A He BoBneyeH B MeTabonnam namvByauHa, NO3TOMy B3aMMOZENCTBME C NekapCTBEHHbIMW NpenapaTtamu,
KoTOpble MeTabonuU3npyoTCS TO CUCTEMO (HanpuMep, C MHIMBUTopamm NpoTeasbl), MarnoBepoSITHO.

OpHoBpeMeHHOe npumMeHeHne pacteopa copbumona (3,2 1, 10,2 r, 13,4 r) c ogHokpaTHOM fo3oin namueyauHa 300 mr B
¢opme pacTBopa Ans npuema BHYTPb Y B3POCHbIX 340POBbLIX AOOPOBOMbLER NPUBOAUIIO K [0303aBUCHMOMY CHUXEHMIO
akcnoaunumn nammeyauHa (AUC«) Ha 14 %, 32 % un 36 % n Cmax namusyauHa Ha 28 %, 52 % un 55 %. Mo BO3MOXHOCTH
criegyet u3beratb OOHOBPEMEHHOTO MPUMEHEHUS NMaMUBYAMHA U COPOMTON-COAepXaluux npenapartoB, nubo credyet
paccmoTpeTb BO3MOXHOCTb 6051ee 4acToro KOHTPONs BUPYCHOM Harpy3kvu BUY-1 B cnyyasx, korga HeBO3MOXHO usbexarb
ATNUTENbHOTO OJHOBPEMEHHOTO NMPUMEHEHWS 3TUX NpenapaTos.

Ocob6ble ykazaHus

MpvMeHeHne NammByanHa B ka4eCTBE MOHOTEPANK He PEKOMeHyeTCs.

lMepedaya BUY-uHgpekyuu

XoTs GbINo fokasaHo, YTo 3chPeKTUBHOE MOAABNEHNe BUpYCa C MOMOLLbIO aHTUPETPOBUPYCHOW Tepanuu CyLiecTBEHHO
CHWXaeT puck nepedayun BAY apyrum niogsim npu nonoBbIX KOHTaKTaX, UCKIOYaTk 3TOT PUCK MOMHOCTLIO Hemb3ast. [oaTomy
nauueHTbl AOMKHbI MPoAoMmKaTk CobnofaTh COOTBETCTBYIOLLNE MEPbI MPEAOCTOPOXHOCTU.

HapyweHue ¢pyHKyuu novyek

Y nauMeHToB C HapyLieHneM YHKLMU NOYEK CPEeAHeN U TSHXKENON CTeNeHW KOHLEHTpaLuus namuByAMHa B Nna3me KpoBw
(AUC) noBelLLeHa, BCNeACTBME CHUXEHWS KNWPeHca NaMUBYAMHA, MOSTOMY TakuM nauneHTam Tpebyetcs KoppeKumns [o3bl.
TpoliHasi HyKneo3udHasi mepanusi

Bbinu nomyyeHbl COo6LLEHNS O BbICOKOW YacToTe Criy4aeB BUPYCONOrMYECKON HeyAaun N BO3HUKHOBEHWUW PE3UCTEHTHOCTU
Ha paHHeMm aTane npw npreMe namuByauHa B kKoMGUHaLMK C TeHodoBMpa AU3onpokeuna dymapatom 1 abakaBupom, a
Takke ¢ TeHooBMpa Ansonpokcuna ymapaTom 1 AnAaHo3VHOM B PEXVME OfUH pa3 B CYTKU.

OnnopmyHucmuyYyeckue uHgekyuu

Y naumeHToB, nonyvaoLwux npenapat JlaMmyavH unu Apyrie aHTUPeTPOBUPYCHbIE NpenapaThbl, MOryT Pa3BUTLCA OMMOPTY-
HUCTUYeCKME MHEKLMN Unn Apyrue ocnoxHeHust BUY-uHbeKLMM, NoSTOMY OHM AOMKHBI HAXOAUTLCSA MOA TLUATeNbHbIM
HabnoaeHeM Bpayei, MMEIOLLMX OMbIT NIeYeHns naumeHToB ¢ BUY-accoummpoBaHHbiMmM 3aboneBaHnsmm.

IMaHkpeamum

OnucaHbl pefkve cryvan pasBuTUs NaHkpeaTuTa npu npuMeHeHun nammeyanHa. OfHaKo He YCTaHOBEHO, BbI3BAHO N 3TO
OCIOXHeHMe AeNCTBUEM NekapCTBEHHOrO Npenapara Unm siBfsieTcs CrieficTBUEM OCHOBHOMO 3abonesanus — BUY-uHdek-
umn. JleyeHrie npenapatom JlaMmByaMH HEOBXOAMMO HEMEANIEHHO NPEeKPaTUTb MPU MOSIBNIEHNN KIMHUYECKMX CUMMTOMOB
1N nabopaTopHbIX JaHHbIX, CBUAETENbCTBYIOLLMX O Pa3BUTUM NaHkpeaTuTa (60Mb B XKMBOTE, TOLUHOTA, PBOTA WUIK MOBBILLE-
HWe 3HauYeHui Broxnmmndecknx mapkepos). CrielyeT npekpaTuTb Npuem npenapara Ao UCKIIOYeHUst AnarHosa naHkpeaTuT.
Jlakmoayudo3 u ebipaxeHHasi 2elamome2asusi cCo cmeamo3om

MmetoTcst coOBLLEHUS O Pa3BUTUM NaKTOALIMA03a W BbIPAXKEHHO renatomMeraniiu Co cTeaTto3oM, B TOM YUCTIE C NeTanbHbIM
1CXO[OM BCIEACTBME aHTVUPETPOBUPYCHOW Tepanuu aHanoramu Hykneo3vwaoB B BuAe OTAENbHbIX NpenapaToB wnu B
KoMBUHaLwMK, BkoYas namuByauH. Mofgo6HbIe SBNEeHUs 0TMeYatoTCs, rMaBHbIM 0GPa3soM, Y KEHLLMH.

KruHuyeckue CMNTOMbI, KOTOpble MOTYT ykasblBaTb Ha pa3BUTWeE NakToaLuao3a BKIoYaloT obLLyio cnabocTb, aHoOpeKkcuto,
CTPeMUTENbHYI0 HEOBBLSCHUMYIO MOTEPI0 MacChl Terna, CUMMNTOMbI MOPaXeHUs KeNyAo4HO-KULLEYHOTo TpakTa (TOLIHOTa,
pBoTa 1 Bonb B XWBOTE) U OPraHOB AblXaHWs (OAbILLKA W TaXWUMHO3), HEBPONOrMYECkNe CUMMNTOMbI (BKMOYas MOTOPHYHO
cnabocTb).

IleyeHne aHanoramu HykneosuaoB HeobXoAMMO NpeKkpaTUTb B CllyYae pa3BUTUS CUMMNTOMATUYECKOW runepnaktateMun u
meTabonmyeckoro auuaosa/nakroaunaosa, Nporpeccvpylole renatomeranin UnuM GbICTPOro MOBbILLEHWSI aKTUBHOCTU
amuHoTpaHcdepas.

JlakToaumaos o6bI4HO pa3BMBAETCS MOCHE HECKONbKUX MECSILIEB NEYeHNst.

Criegyet cobntofatb 0OCTOPOXHOCTb MPY NMPYMEHEHUM aHAMNOroB HYKIEo3naoB Ans neveHns no6oro nauyeHTa (0co6eHHo —
XEHLLWH C OXUpEHUeM) ¢ renatomeranuen, renatutom Unu Apyrumn U3BECTHbIMM (pakTopamm prcka NopaxeHusi nedeHn n
CTeaTo30M NeyeHu (BKMovas NpUMeHeHe onpeaeneHHbIX NekapcTBeHHbIX NpenapaTtos W ynoTpebnexue ankorons).
MumoxoHdpuanbHas ducehyHKyusi 8 pesynbmame eHympuympo6Hoz2o eo3deiicmeusi

AHanorn HykneosuaoB M HyKNeOTWMAOB CMOCOOHbI BbI3bIBATb Pa3NMYHY0 CTeneHb MOBPEXAEHUS MUTOXOHAPUNA, YTO
Haubonee SpKO MPOSIBMSIETCH NPW NPUMEHEHWWM CTaByAuHa, AMAAHO3MHA U 3UAOBYAWHA. 3apervcTpupoBaHbl crydau
pasBUTUA MUTOXOHAPUAaNbHOM AucdyHKkuMKM y BUY-oTpuuaTenbHbix AeTe, noaBeprabBLIMXCS BO3OENCTBUIO aHanoros
HyKMeo3nA0B BHYTPUYTPOGHO U/Mnm nocne pokAeHUs:; rMaBHbIM 06pa3oM 3Ty cryyan Gbinu CBsi3aHbl CO CXeMamu feveHus,
cofepxallyMn 3uaoByAuH. OCHOBHBIMW HEXenaTerbHbIMU peakLnsiMi SBRSNUCL reMaToNiorniecke HapyLeHus (aHemusi,
HeiTponeHust), HapyLLeHnst obMeHa BelLecTB (runeprakTatemus, runepnvnasemust). AT HexenaTerbHble peakuun 4acTo
6blN TPAH3UTOPHBIMU. Bbinn 3aperncTpupoBaHbl peakue Crydan HEBPOMOMUYECKUX PaCCTPOCTB C MO3AHUM Hayarom
(NoBbILIEHWE TOHYCa MbILLL, CyAOPOrU, HapyLleHne NoBeAeHUs). ABNSIOTCA N AaHHble HAPYLIEHWUS! TPAH3UTOPHBLIMIA U
MOCTOSIHHBIMW B HAaCTOsiLLiee BPEMsi HeW3BeCTHO. BeposiTHOCTb pasBUTUS MUTOXOHAPUAnNbHLIX AUCEYHKUWIA chepyet
paccmaTtpuBaTb y noboro pebeHka, noABepraBLUErocs BHYTPUYTPOOHOMY BO3AENCTBMIO aHanoramMmu HyKneoswpoB U
HYKNEOTUAOB, C BbIPAXEHHLIMU KMMHUYECKUMW CUMMNTOMaMMW HESICHOW 3TMOMNOrnM, B 0COGEHHOCTM HEBPOMOrMYECcKUMU
paccTpoicTBamMu.

MpeacTaBneHHble AaHHbIE HE BAMSIOT Ha TEKYLIME HaLMOHarbHbIE PEKOMEHAALMMU MO MPUMEHEHUI0 aHTUPETPOBUPYCHOI
Tepanuu y 6epeMeHHbIX XEHLUMH Ans NpodunakTuki BepTukanbHoi nepeaayun BAY-nHdekumm.

Macca mena u o6meH seuwjecme

Macca Tena, a Takke KOHLEHTPaLMM NUNUAOB U FIH0KO3bl KPOBM MOTYT NOBLILIATHCS BO BPEMS aHTUPETPOBUPYCHOI Tepanuu.
3T M3MeHeHUs MOryT BbiTb YAaCTUYHO CBSI3aHbl C KOHTpONeM 3aboneBaHust 1 06pa3oM >KM3HW. Bbinu nonyyeHsl AaHHbIe,
noATBEPKAAIOLLME B HEKOTOPbIX CIyYasix BMMSIHWE Tepanun Ha KOHLIEHTPaLMIo MUMAOB, B OTHOLLEHUM YBENWUYEHUS Macchl
Tena Takue AaHHble OTCyTCTBYIOT. CrniefyeT NpoBOAUTL KOHTPOSIb KOHLEHTPALIMM JIMMMAOB U [MIOKO3bl KPOBU B COOTBETCTBUN
C YCTaHOBMEHHbIMU pekoMeHaaumsaMu no Tepanun BUY-uHdekumn. Hapywenns nunuaHoro obmeHa HeobXxoanmo KoppekTu-
poBaTb B COOTBETCTBUM C KIMHUYECKUMI NPOSIBMEHUSIMMU.

CuHdpom 8occmaHoeIeHUs1 UMMyHUmMema

Y BUY-MHPULMPOBAHHBIX NaUMEHTOB C TSXENbiIM UMMYHOAEMULIMTOM Ha MOMEHT Hayana aHTUPETPOBUPYCHOW Tepanuu
BO3MOXHO pPa3BUTHe BOCMANNTENbHO peakLum Ha poHe 6eCCMMNTOMHbIX OMMOPTYHUCTUYECKIX MHAEKLMI NN 1X OCTaTOY-
HbIX SIBMEHWIA, YTO MOXET CTaTb NPUYNHO CEPLE3HOTO YXY/LLEHWS1 COCTOSIHUS UMK YCyryGneHnst CUMNTOMaTUKK.

OBbI4HO, 3TV peaKLMn BO3HUKAIOT B TEYEHWe NePBbIX HECKOMbKUX HeAemNb U MecsiLieB Nocrne Havyana aHTMpeTPOBUPYCHON
Tepanuu. TUNUYHBIMKM NPUMEpPaMn  SBMSIOTCH  LIUTOMEranoBUPYCHbIA PETUHWUT, TeHepanu3oBaHHas W/unu odvarosas
VHCEKUMS, Bbi3BaHHAs MUKODaKTEPUAMU, M MHEBMOHWS, Bbi3BaHHas Pneumocystis jirovecii (Takke n3BecTHasi kak NHeBMO-
LMCTHas MHeBMOHUS). MosiBNeHne nobblx CMMNTOMOB BocnaneHus TpebyeT HeMeanieHHoro o6cneaoBaHNs 1, Npu Heobxo-
AMMOCTU, NeYeHus.

AyTOoMMMYyHHble 3aboneBaHus (Takue kak GonesHb [perBca M ayTOMMMYHHBIV renatuT) Takke Habniopganucb Ha oHe
BOCCTaHOBIMEHUS UMMYHWUTETa, O[HAKo BPeMs MepBUYHbIX MPOSIBMEHUI BapbupoBano, 1 3abonesaHne MOro BO3HUKATb
4yepes MHOTO MEeCsILieB Nocre Havana Tepanuu 1 MHOrAa MMeNo aTUMUYHOEe TeYeHVe.

3abonesaHusi neyeHu

MauueHTbl ¢ xpoHudeckum renattom B unu C, nonyyatoLLye KOMGMHMPOBaHHYIO aHTUPETPOBUPYCHYIO Tepanuio, XxapakTepu-
3Yl0TCS MOBbILLIEHHLIM PUCKOM Pa3BUTUS TSXKEMbIX W MOTEHUManbHO neTarbHbIX HexenaTenbHbIX peakuuii CO CTOPOHbI
neyeHn. B cnyyae conyTcTByloLLEl NPOTUBOBUPYCHON Tepanuu renatuta B unm C cnepyet Take 03HaKOMUTLCS € COOTBET-
CTBYHOLLMMW UHCTPYKLMSIMU MO MPUMEHEHUIO AaHHBIX NeKapCTBEHHbBIX NpenapaTos.

PesynbraTbl KMWHUYECKUX WCCMEAOBAHWA W AaHHble MOCTPervcTpaLMoHHOMO HabMiogeHNs ykasbiBalT Ha TO, 4TO Y
HEKOTOPbIX MALMEHTOB C COMYTCTBYIOLMM XPOHUYECKUM BUPYCHbIM renatutom B (HBV) npu otmeHe namusyauHa moryT
BO3HMKaTb KNWHWYeckne nnu nabopaTopHble NPU3HaKW peLanBa renatuTa, KoTopble MOryT UMeTb Gonee Tspkernble nocnes-
CTBUS y NALIMEHTOB C JeKOMMNEHCUPOBaHHbIM 3aboneBaHnem neyveHn. B cnyyae oTMeHbl Tepanuyt NamMmmMByAMHOM Y MaLMeH-
TOB C COMYTCTBYIOLLMM BUPYCHBLIM renaTutoM B cnegyet paccmMoTpeTb BO3MOXHOCTb MPOBEAEHUS NEPUOANYECKOTO KOHTPOMS!
(pYHKLMM NEeYeHn 1 MapkepoB pennukaLumn Bupyca renatmta B.

Y NaLMEeHTOB C yXe CyLIECTBYIOLUMM HapyLueHneM yHKLMM NeYeHu, BKodasi akTUBHYIO hOpMy XPOHWYECKOro renaruTa,
OTMeYaeTCsl yBenmyeHne YacToTbl HapyLIeHUi (PYHKLUWW NeYeHn BO BpeMsi NpoBeAeHUs KOMBUHUPOBAHHOM aHTUPETPOBU-
pycHoii Tepanuu. Takue nauneHTbl A4OKHbI HAXOAUTLCS NoA HabnogeHWem B COOTBETCTBUM CO CTAHAAPTHOW KIMHUYECKON
npakTukon. Heobxoanmo paccMoTpeTb BO3MOXHOCTb MPUOCTAHOBMEHUS UMK NPEKPaLLEeHUst NeYeHNs B Cryvae nposiBeHuii
yXyALeHus 3ab6oneBaHuin NeYeHn y Takux NauneHToB.

OcmeoHekpo3

HecmoTps Ha To, 4TO aTMONOMUs AaHHOrO 3aboneBaHNs ABNAETCS MHOrO(aKTOPHO (BKIOYas NpyUeM rMioKOKOPTUKOCTEPOU-
70B, ynoTpebreHne ankorons, TsHKENyto MMMYHOCYNPECCUIo, BbICOKUI UHAEKC Macchl Tena), crnyvyan ocTeoHekposa valle
BCEro BCTpeYanuch y NauneHToB Ha NpoABKHYToN ctagmu BUAY-uHdekumm n/unu onutensHo NpUHMMaBLLKMX KOMBUHMPOBaH-
HYI0 @HTUPETPOBMPYCHYO Tepanuio. MauneHTam criegyet o6paTUTLCS K Bpady, €Civ OHU UCTIbITLIBAKOT 60Mb 1 CKOBaHHOCTb
B CycTaBaXx UNn TPYAHOCTYW NP ABWKEHNN.

CaxapHbili Quabem

MauueHTbl ¢ caxapHbIM AMabeToM AOMKHbI BbITb YBEAOMIEHBI O TOM, YTO f403a npenaparta Ans B3pocnbix (150 mr = 15 mn)
CoAEepXuUT 3 I caxaposbl.

Mpviem npenapata JlamuByanH B chopme pacTBopa Ansi Npuema BHYTPb MPOTWBOMOKAa3aH NnauueHTam ¢ TakuMu Hacnep-
CTBEHHBIMW HapyLLEHUSIMU, Kak HernepeHOCUMOCTb OPYKTO3bI, MIOKO30-TanakTo3Has Manbabcopbuus, unu npu geduuure
caxapasbl/M3omarbrasbl.
B3aumodelicmeue ¢ dpyaumu nekapc
Mpenapat JlammByauH He credyeT NPUMEHsTb OIHOBPEMEHHO C NpenapaTamu, COAepaLLMMM NaM1BYAUH 1 SMTPULINTABUH.
MpuMeHeHve nammByanHa B KOMGMHALMK C kNaapuBUHOM He pekoMeHayeTCs.

Ocob6ble 2pynnbi nayueHmos

Hemu

Y peteit, KOTOpbIE B KIIMHUYECKMX MCCIEA0BaHUSAX MPUHUMANM NamMm1ByauH B opme pacTeopa Ans npuema BHyTPb OAHOBpe-
MEHHO C ipYTMMU aHTUPETPOBUPYCHBIMU Npenapatamu B hopMe pacTeopa Ans nprema BHyTpb, YacToTa Cynpeccum Bupyca
1 9KCMO3WLMSA NaMuByAMHa B NnasMe KpOBU Obinn HUXE, @ PE3UCTEHTHOCTb BUPyca pasBMBanach Yalle, Yem y [eTen,
rnonyyaBLUMX Npenapartbl B (popme TabneTok.

Mo BO3MOXHOCTM HEOOXOAWMO MCMOMNb30BaTh PEXUM aHTUBMPYCHOW Tepanuu, BKIOYALWMIA BCe npenapatbl B dopme
TabneTok. JlamvByavH B chopme pacTBopa Ans nprema BHYTPpb, MPUMEHSIeMbIi OHOBPEMEHHO C COPBUTON-CoAepXaLLMm
neKkapcTBEHHbIMW NpenapaTtamu, crieayeT NPUMEHsITb TOMbKO B TeX CIyyasix, Kora HEeBO3MOXHO NMPUMEHeHWe pexuma
Tepanuu, BKITIOYatoLLero Bce npenapartbl B opme TabneTtok, 1 Koraa nonb3aa NpoBeAeHUs NTEYeHNs NMPeBbILLAeT BO3MOXHbIE
PUCKW, BKMIOYas HWU3KWUIA ypoBeHb cympeccun Bupyca. Crieayet paccMoTpeTb HeobxoaMMocTb Boree 4acToro KOHTpons
BUPYCHOA Harpysku B/Y-1 npu ofHOBpeMEHHOM NpUMEHEHNUN NaMUBYAMHA C ANIUTENBHO NPUMEHSieMbIMU copbuTon-copep-
XalymMy npenaparami.

IMU cped !
P

Bnusxue Ha cnocoGHOCTL ynpaensaTb TPAHCMNOPTHLIMU CpeacTBaMU, MexaHU3mMamm

CneupuanbHbIX UCCNnefoBaHWii BNSHUA NlaMuByauHa Ha €noco6HoCTb ynpaensaTtb aBTOMOGMNEM/MEXaHN3MaMK He nposogu-
nocb. OgHako, ucxoas us hapMaKkonormyecknx CBOMCTB NlaMuByauHa Takoe BrnsHWE ManoBeposiTHO. TeM He MeHee, npwu
OLleHKe CrnocoBHOCTW nauueHTa ynpaensaTb aBTOMOGMNEM/MEXaHU3MaMn cnenyet npuHMMaTtb BO BHUMaHue ero obuee
COCTOSIHME, @ TaKkKe XapaKTep HexenatenbHbIX peakuuii naMuByauHa.

®dopma BbInycka

Pacteop ans npuema BHyTpb 10 Mr/mn.

Mo 240 mn Bo hnakoH CTEKNSIHHbINA U3 KOPUYHEBOTO CTEKNa Un (hrakoH U3 NONWUITUNEHA BbICOKOW NIOTHOCTMW, CHAGXEHHbIN
afjantepom ANSA Wnpuua, YKynopeHHbI KPbILLKOA BUHTOBOW MOMMMEPHON C KOHTPOMEM NEepBOro BCKPLITUS UMW KPbILLIKOW
NONUMEPHON C CUCTEMOI «HAXaTb-NOBEPHYTbY.

OpunH cbnakoH BMeCTe C MHCTPYKLIMEN MO NPUMEHEHUIO, @ TaKkKe LINPULEM-403aTOPOM MOMELLAIOT B KApTOHHYHO YMakoBKy
(nauky).

YcnoBus xpaHeHUs
Mpu Temnepatype He Boiwe 25 °C.
XpaHWTb B HEAOCTYNHOM ANs AeTeN MecTe.

Cpok rogHocTH
2 roga. Vicnonb3oBaTtb B TedeHunn 30 AHel nocne BCKpbITUSA hnakoHa.
Mo ucteveHun cpoka rogHOCTU HEe AOIMKHO NPUMEHATLCS

YcnoBus otnycka
OTnyckatoT no peLenTy.

[epxaTtenb peructpaumoHHoro yaoctoepenus: 000 «Atonn»

Poccus, 445351, Camapckas o6n., r. XXurynesck, yn. lfmapoctpoutenei, 4. 6.
MpousBoautens: 000 «O30H»

Poccusi, 445351, Camapckas obn., r. Xurynesck, yn. lmapoctpontenet, a. 6.
OpraHu3sauus, npuHumMarowas npeteHsun: 000 «O30H»

Poccus, 445351, Camapckas obn., r. XXurynesck, yn. lmgpoctpoutenen, 4. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru



