MHWHUCTEPCTBO 3IPABOOXPAHEHHS POCCUMCKOU ®EEPALIMU

HHCTPYKILIMA
[10 MEJULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOT O ITPEITAPATA
AEJCTPUT O

PET'MCTPALIMOHHBIN HOMEP:
TOPI'OBOE HAMMEHOBAHHME: Jlesictpuro

MEX/IYHAPO/JIHOE HEIIATEHTOBAHHOE, XUMHNYECKOE NJin
I'PYIIIIUPOBOYHOE HAUMEHOBAHMUE: nopaBupuH-+iaMuBy AMH+TeHO(OBUD

JIEKAPCTBEHHAS ®OPMA: taGiaeTku, NOKPBIThIE IUIEHOYHOH 000104KO0#

COCTAB

1 Tabnerka, moKpbITasi IIIEHOYHOH 000I0UKOH, COASPHKHUT:

oeiicmeyioujee  eeujecmeo. nopasupud  100,0 mr, npamuByauH 300,0 Mr u  TeHodoBHpa
qusonpokcuna ¢ymapar 300,0 mr  (3kBUBaZeHTHO 245 Mr B nepecuere Ha TeHO(oOBHpa
JU30MPOKCHUIT);

ecnomozamenvHule seujecmea. TUIIPOMEILIO3bI anerar CYKLIMHAT, LEJLTION03a
MMUKPOKPUCTA/UTMYECKAs], KPOCKapMe/103a HATpPHs, KPEMHHUS! JAMOKCHA KOJIJIOMIHBIA, MarHus
creapar, Hatpus creapwidymapar, MmieHo4yHas 00010Yka (FHIPOMENI03a, TUTAHA JHOKCHI,

JIAKTO3bI MOHOTHAPAT, TPUALIETHH, KPACHTE/b XKele3a OKCUJL XKEeNThIH), BOCK KapHay OCKHI.
OINMCAHMUE

OBasibHbIE JBOSIKOBBINYK/IbIe TAOJETKH JKEITOr0 IBETA, ¢ IPABUPOBKOH JIOrOTHIA KOMITAHUH

(rpaduueckuit cuMBOI) U «776)» Ha OTHOU CTOPOHE U IJIaJKUE HA APYTOM.
OAPMAKOTEPAIIEBTHYECKAS I'PYIIIIA

ITporuBoBupy cHOe (BHUY) cpeactso.

KO/1 ATX: JOSAR24.

®APMAKOJIOTUYECKHUE CBOVICTBA

dapmakoAHHAMHKA

Mexanusm oeticmeus

Jopasupun

JlopaBHMpMH MpPEACTaBIsSeT COOON MUPHIMHOHOBBIH HEHYKJIEO3HIHbIH HHrHOMTOp O0OpaTHOM

tpanckpunrazsl (HHUOT) BUY-1 u uarubupyer permkanuio BHUY-1 3a cuet HEKOHKY pEHTHOTO
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uHruduposanus odparHoi TpaHckpunrassl (OT) BUY-1. JopaBupuH He HHTHOUPYET KJIETOUHbIE
JHK-nonuMepass! uenoseka o, 3 1 muroxonapuantshayo JJHK-nmornmepasy vy.

Jlamugyoun

JlamuByauH mpeacTaBiseT coOOH HYK/I€O3MAHBIH aHanor. BHyTpH KIeTOK JaMMBYIUH
bochopunupyercs 10 AKTUBHOT'O merabonura 5'-tpudocdara (1aMuBY IMH
tpudochar/3TC-TD). OcuoBrbiM Mexanu3moM aeiicTBust 3TC-TD sBasiercs unruduposanue OT
nocpeacTsoM paspeisa nenu JIHK nocie BcrpanBanusi HyKJI€OTHIHOTO aHATIOra.

Tenogoeupa ousonpoxcun

TenodoBupa AM3OMPOKCHI MpeAcTaBisieT cO0OH auMKINYecKuil Hyki1eo3uaHbli (ochonar
aHamor MoHodocdara amexosuna. Jlns oOpazoBanusi TeHodosupa audocdara Tpebyercs
NepBOHAUATBHBIN ruaponn3 aumddupa TeHodoBHpa JU30MPOKCHIA A0 TeHOpOBHUpA C
nocaeaywomuM  dochopunupoBanuemM KkietoyHeiMH (pepmentamu. Tenodosupa audocdar
nHrHoOupyer aktuBHOCT OT BHUY-1, KOHKYypUpPYS ¢ IPHPOJHBIM CyOCTPaToM AE€OKCHAAEHO3UH
S’-rpudoctarom, mocpeacrsom paspeiBa nenu JAHK nocne Berpausanus B JJHK. Tenodosupa
mupocdar sBasiercss crabeiv  uaruOburopom JHK-momumepassr o, B MISKONMUTAIOIIHX U
muToxoHApHaapHO JIHK-nonrumepaser vy.

ITpomugosupycnas akmuenocms ¢ Ki1emo4Hol Kyibmype

Hopasupun

Jopasupun aemoHctpuposan 3naueHne ECso 12,0+ 4,4 HMmons/1 nporuB s1abopaTopHBIX
mrammoB BUY-1 aukoro tumna npu tectupoBaHuu B npucyTcTBuu 100% CbIBOPOTKH 310pOBOTO
Ye0BeKa ¢ UCroab3oBaHueM penoprepHbix kierok MT4-GFP. JlopaBuprH npoaeMOHCTpHPOBaI
IPOTHBOBUPYCHYIO aKTHBHOCTH NMPOTUB IIMPOKOI rpymmbl nepBuyHbIx n3oasiros BUY-1 (A, Al,
AE, AG, B, BF, C, D. G, H) co 3uauenusmu ECsp or 1,2 umoaws/n g0 10,0 HMOIB/1.
[TpoTHBOBHPYCHASI AKTHBHOCTb JOPABUPUHA HE ObLIa AHTArOHMCTHYECKOH IPU COBMECTHOM
NPUMEHEHHUH C JIAMUBY IMHOM U TeHO()OBHPA TH30MPOKCHIOM.

Jlamusyoun

[TpoTHBOBHpYCHAsT AaKTUBHOCTh JaMmuByauHa B orHomeHun BHY-1 onenuBanace ¢
UCIIOIb30BAHMEM HECKOJIBKMX KJIETOYHBIX JHHHUH, BKJIIOYAas MOHOLUTBI M MOHOHYKJIEapHbIE
kiaetkn nepudepuueckoii kpoBu (MKIIK), cranaapTHbIMM TeCTaMM Ha 4YyBCTBHUTEIBHOCTD.
3nauenus ECso Haxoawuck B auanasone ot 0,003 10 15 mxmous/n (1 mxmoas/n = 0,23 Mxr/mi).
Meauannbie 3HaueHuss ECso jamuByaumHa coctaBuiu 60 HMoaw/n (amanmason ot 20 10
70 amoaw/1), 35 uMoaw/n (auanazon ot 30 mo 40 Hmoaw/i), 30 Hmoaw/n (auanason or 20 10
90 Hmoab/1), 20 HMonb/1 (Auanasol ot 3 10 40 Hmob/1), 30 HMOL/1 (Auanason ot 1 10 60 HM),
30 umonb/a (amanazon ot 20 a0 70 Hmoaw/a), 30 Hmons/n (auanazoH ot 3 10 70 HMOAB/1) H

30 amoab/a (amanaszon ot 20 10 90 umonw/1) npotius BUY-1 noarunos A-G u BHPYCOB rpymbl
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O (n =3 3a uckadenreM n =2 g noaruna B) coorsercreenHo. Pudasupun (50 MkMO0IIb/71),
UCIIOJIB3YEMBIN /ISl JIeUeHHs XPOHHYECKOro BHPYCHOro rematuta C, CHIXKAeT aKTHBHOCTb
namuByauHa npotuB BUY-1 B kierkax MT-4 B 3,5 pasa.

Tenoghosupa ousonpokcun

ITpoTuBOBUpPYCHAsT aKTUBHOCTh TEHO(OBHpa B OTHOLIEHMH JaOOpPaTOPHBIX M KIMHHYECKHX
nsonsito BUY-1 onenusBanace Ha T-muMpoO1acTOMIHBIX KJIETOYHBIX JMHUSX, NMEPBHYHBIX
MOHOLIMTaxX/KJIeTkax Makpodaros u sumdormrax nepudepudeckoit kposu. 3Hauenus ECso qis
teHooBupa Haxoauwauch B auanazoHe  0,04-8.5 mxmonw/n.  TeHodoBHp  IpOSIBASIET
NPOTHBOBUPYCHYIO aKTUBHOCTH B KJI1€TOYHOM KyabType nporuB BUY-1 noarunos A, B, C, D, E,
F, G u O (aunanasoun 3uauenuii ECso ot 0,5 10 2,2 MKMOJIB/JT).

Pesucmenmmuocmes

B knemounoii kyremype

Hopasupun

PesucTeHTHBIE K JOpaBUPHHY WITaMMbl ObLTH OTOOpaHbl B KJIETOYHOW KyJIbType, HauMHas C
BHUY-1 auxoro Tuma pasiuvyHOrO MPOUCXOXKIACHHUS M MOATHIIOB, a TAKKe PE3UCTEHTHOrO K
HHHUOT BHY-1. HabGnronaBummecs BO3HHUKIIME AMHHOKHCIOTHBIE 3aMeHbl B 0OpaTHOM
tpanckpunrase (OT) Bxmouanu: V106A, V106M, V1061, V1081, F227L, F227C, F227V, H221Y,
M230I, L2341, P236L u Y318F. B uccnenosanusx in vitro e ObUTH BbISBJISHBI HaH0O0I€€ 9acTo
scrpevaromrecs HHUOT pesucrentabie mytauuun (K103N, Y181C). Mytauus V106A (nopsiaok
KPaTHOCTH PE3UCTEHTHOCTH OKO10 19) mosiBUIach B KayeCTBE HAYAIBbHON 3aMEHbl B MOATHIIE
supyca B, VI06A wi M — B noarunax A u C. Bnocneacreuu mytatuu F227 (L/C/V) unn L2341
BO3HMKJIM B JOMOJHEHHe K 3ameHe V106 (aBoiiHble MyTauuy, NPHUBOASILIME K KPAaTHOCTH
pesucteHTHOCTH > 100).

Jlamusyoun

PesucTenTHble K JamMuByauHy mramMvmbl BUY-1 ObuiM BbIZENEHBI B KJIETOUYHOH KyJIBTYpe H Y
NAIMEHTOB, MPUHUMABILIUX JAMHUBYAUH. ['éHOTUNHUYECKUI aHAIU3 NOKA3a/l, YTO PEe3UCTEHTHOCTD
BO3HMKJIA M3-3a criennduueckoii aMuHOKMCI0THOM 3amenbl B OT BUY-1 B konone 184 ¢ 3ameHoii
METHOHHHA Ha u3oJeimH win Baaud (M184V/1).

Tenoghosupa ouzonpoxcun

Usonster BUY-1, Beiaenennsie no TenopoBupy, sxcnpeccupopanu 3ameHy K65R B OT BUY-1,
JUIsl HUX ObLTO MOKa3aHo 2-4 KpaTHOE CHIDKEHHE 4y BCTBHTEIBHOCTH K TeHodoBupy. Kpome Toro,
samena K70E B OT BHU-1, BbigeneHHble MO TEHO()OBUPY, MPUBOAMIA K HE3HAYUTEIbHOMY
CHIDKEHHIO Uy BCTBUTEIBHOCTH K abakaBupy, IMTPHLHTAOUHY, TaAMUBY IMHY H TEHODOBUDY.

B knunuueckux ucciedosanusx

Tepanuﬂ 83POCIbLX NAYUEHMOB, paHee He NOYHABUIUX JIEUEHU
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Hopaeupun

Knuanueckue uccaenosanus 3 ¢gasst DRIVE-FORWARD u DRIVE-AHEAD Bxmouanu paHee
HE MOy YaBIINX JeueHus nauueHToB (n = 747), cieayroumme mytauuu 3amedsl HHUOT sBisiiuce
kpurepusivu uckmovenust: L1001, K101E, K101P, K103N, K103S, V106A, V106l, V106M,
V108I, E138A, E138G, E138K, E138Q, E138R, VI179L, Y181C,Y181I, Y181V, Y188C, Y188H,
Y188L, G190A, G190S, H221Y, L2341, M2301, M230L, P225H, F227C, F227L, F227V.
Crenymomas pe3UCTEHTHOCTb de novo Habmojanack B CyOmomyasiuu Ui aHaIu3a
pesucrentHoct (mammentsl ¢ PHK BHY-1 Gonee 400 konuit/mMa npu BHpPYCOJOTHUYECKOM
He3(PPEKTUBHOCTH WM MPH AOCPOYHOM MPEKPALICHUH Y4YaCTUsl B MCCISI0BAHUU C JAHHBIMH O
PE3UCTEHTHOCTH).

Tadnuma 1. PasBurtue pe3ucTeHTHOCTH K 96 Hexene B MOMYJSLMH  [MALUUMEHTOB C
BUPYCOI0rHYeckoi He3(h(heKTUBHOCTHIO, ONPeAeI€HHON MPOTOKOIOM, H MOITY/ISIHH NalHEHTOB,
JOCPOYHO MPEKPATUBLINUX JICUESHHE

DRIVE-FORWARD DRIVE-AHEAD

OB DRV I+ | DOR/TDF/ATC | EFV/TDF/FTC

HUOT* HUOT* (364) (364)

(383) (383)
D 15 18 32 33
reHOTHITHPOBAHHE, N
I'enoTunuueckas
PE3UCTEHTHOCTD K
DOR uam KOHTpPOIIB
(DRV i EFV) 2 (DOR) 0 (DRV) |8 (DOR) 14 (EFV)
HUOT 2% 0 6 5
Topko M1841/V 2 0 4 4
ToabK0 K65R 0 0 1 0
K65R + M1841/V 0 0 1 1
*HUOT (Hyki1eo3uaHble HHIHONTOPBI 00paTHOil TpaHckpunTasel) B rpynne DOR: FTC/TDF
(333) un ABC/3TC (50); HUOT B8 rpynne DRV+r: FTC/TDF (335) uau ABC/3TC (48).
**[MTauments! nonyyanu FTC/TDF.
DOR = nopaBupuH; ABC = abakaBup; FTC = smrpuumnralus; DRV = napynaBup;
r = putonasup; 3TC = namusyquH; TDF = tenodoBrpa an3onpokcuia Gpymapar.

Bo3HMKIIME B CBS3M C MPUEMOM JOpPAaBUPUHA MyTaumH pesucteHTHoctH B OT Brarouanu oaHy
WM HECKOoIbko M3 caeayroowmx: A98G, V1061, VI06A, V106M/T, Y188L, H221Y, P225H,
F227C, F227C/R n Y318Y/F.

B3pocibie nayuenmel ¢ 6UpycoN02ULecKoil cynpeccueti

B uccnenosanne DRIVE-SHIFT Obutn BK/IOYEHBI MALMEHTHI C BUPYCOJIOIHYECKOH CynpeccHeit
(N=670) 6e3 ciyuaes Hea(EeKTUBHOTO JieueHus: B aHamMHe3e. JIoKyMEHTAIbHO MOATBEPKACHHO®
OTCYTCTBME T€HOTHIMYECKON PE3MCTEHTHOCTH (10 Hauyaja MepBOil Tepanuu) K AOPaBUPHHY,
JIAMMBYIMHY M TeHO(DOBHPY ObLIO YacThIO KPUTEPHEB BKJIIOUEHHS NMAlMEHTOB, KOTOpbIe ObLIM

NEePEBEACHBI CO CXEMBI JICUCHHS HA OCHOBE I/IHI‘H6I/ITO])OB OpoTeashbl HJIH l/IHFI/I6I/ITOpOB UHTErpassl.

4
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Myraumu  3amenst  HHHUOT, sBagBIIMXCS KPUTEpPUSMU MCKIIOYEHHUS, COOTBETCTBYIOT
nepeunciaeHHsiM Boime (DRIVE-FORWARD u DRIVE-AHEAD) 3a uckitodyeHueM MyTauui
samer B OT KI103N, GI9A wu Y181C (mpunsterx B DRIVE-SHIFT). JlokyMeHTaIbHO
NOATBEPXACHHAsI TeHOTUIUYECKasl PE3UCTEHTHOCTh MEepe/] HayaloM JeueHueM He TpedoBanach
JUISl TALMEHTOB, KOTOpbIe ObLTH MepeBeieHb! cOo cxeMbl JeueHus: Ha ocHoBe HHHUOT.

B xmanveckom uccaenosanun DRIVE-SHIFT y naumeHToB He pa3Buiach réHOTUIHYECKAst WK
beHoTUnHYECKasi pE3UCTEHTHOCTh K JOPABUPHHY, TAMUBY AMHY WIH TeHO(DOBUPA AU3OMPOKCHITY
B TeYEHHH nepBbiX 48 Hexenb (HememneHHbl nepexon, N=447) wiu 24 venenb (OTCPOUSHHBIH
nepexon, N=209) tepariu npemnaparoM Jleactpuro. YV 0AHOro maimeHTa pa3Buaach MyTarlMs
OT M184M/I u penoTunuyeckas pe3uCTEHTHOCTh K JTAMUBY AMHY U TEHO(POBUPA AU3ONPOKCHITY
BO BpeMsl JISYEHHsI COIJIAaCHO MCXOAHOMY pexxumy. Hu y oanoro u3 24 nmaumenros (11 B rpynme
HEMEJICHHOrO nepexoja, 13 B rpymnme OTCPOYEHHOro Mepexoaa) ¢ MCXOJHBIMU MYyTaLMSIMU
HHHUOT (OTKI03N, GI9%A wm YI81C) He Habmoganrock BUPYCOTOrHYECKOH
He3(PEeKTUBHOCTH B TeueHue 48 Heaeab WM Ha MOMEHT NPEKPAILEHUs TIeUSHHUSI.
Ilepexkpecmuasn pezucmenmuocns

He Obuto mokazaHo 3HAYMMOH TNEPEKPeCTHOH PEe3UCTEHTHOCTH MEXAy AOPaBHPHH-
pe3ucteHTHbIMH wTammvamMd BUY-1 u taMuBy 1TMHHOM/3MTPUIIMTA0OMHOM WJIH TeHOGOBHPOM, WIH
MEX /Iy JJAMUBY IMH- WIH TeHO(POBUP-PE3UCTEHTHBIMH IITAMMAMH U JOPABUPHHOM.

Jopasupun

JlopaBupuH OlEeHMBAIXM Yy orpaHuueHHoro uuciaa nammeHToB ¢ HHHUOT pesucteHTHOCTBIO
(K1I03N n=7, G190A n=1); y Bcex maumeHtoB HaOmoaazace cymnpeccusi Bupyca a0 <40
xonuii/Mn1 Ha Henene 48. TloporoBasi TOUKa CHMXKEHMsI UyBCTBHTEIBHOCTH B pe3yJbTaTe
pazmuunbix HHUOT-3amen, koTopasi cBsi3aHa CO CHIDKEHHEM KIMHHYeCKOW 3((eKTHBHOCTH,
yCTaHOBJIEHA He ObLa.

JlaGoparopueie mrtamvbl BHUY-1, Hecymmue uacteie csizanHble ¢ HHUOT myraumm 3ameHsl
K103N, Y181C mau K103N /Y181C B OT, XxapakrepusyOTCsi CHUKEHUEM 4y BCTBUTEIbHOCTH K
JOpaBUPHHY MEHEe 4YeM B 3 pasa MO CPaBHEHHUIO C BUPYCOM AMKOrO THIA IpPU OLEHKE B
npucytcTBiu 100% CHIBOPOTKH 310POBOr0 4elIOBeKa. B Mccie10BaHusIX in Vilro 10paBUPUH ObL1
cnocoben uHrubuposars caeayomme ceszanusle ¢ HHHUOT 3amensr: mytaumu K103N, Y181C,
G190A u E138K B KIMHHYECKH 3HAYUMBIX KOHLICHTPALIMSIX.

[lepeuens u3 96 pa3TUUHBIX KIMHUYECKUX H30JTOB, coaepkamux cesizaHHele ¢ HHUOT
MyTauuK, ObLT W3y4eH B OTHOLIEHHH 4yBCTBHUTEIBHOCTH K JOPaBHPUHY B NpHCyTCTBHH 10%
¢deranbHON Oblubeii CHIBOPOTKH. KiMHHuUECKHe H30718ThI, coiaep:kaimiue 3ameHy Y 188L wuiu
3amensl V106 B komOunarmu ¢ A98G, H221Y, P225H, F227C umm Y318F, xapakrepu3oBaiucey

CHIJKEHHEM YyBCTBUTEIBHOCTH K JOpaBUpuHy Oozee uem B 100 pas.
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Jpyrue 3aMeHbl XapakTepu3oBatuch 5—10 kpaTHbIM CHKeHHeM dyBcTBHTEIbHOCTH (G190S
(5,7), K103N/P225H (7,9), V108I/Y181C (6,9), Y181V (5,1)). Knunnueckass 3HAUUMOCTH
CHIKEHUS YyBCTBUTEILHOCTH B 5—10 pa3 HeusBecTHa.

Bo3HuKIINE Mocie Havyana JeYeHHs MyTalUH, CBS3aHHBIE C PE3HUCTEHTHOCTHIO K JAOPaBHPHHY,
MOryT OOyCIaBIMBaTh TIEPEKPECTHYID PE3UCTEHTHOCTh K J(aBUPEH3y, pPUJIMHBUPHHY,
HEeBUPANUHY U 3TpaBUpHHY. B 0a30BbIX HCCIEA0BAHUSAX U3 7 MALMEHTOB, Y KOTOPBIX Pa3BHIACh
BBICOKAsI CTENEeHb PE3UCTEHTHOCTH K JOPABHPHUHY, Yy 6 MAalMEHTOB OblLla (hEeHOTHIHYECKas
PE3UCTEHTHOCTH K 3(aBHPEH3Y M HEBUPAIUHY, Y 3 MALMEHTOB — K PHJIMHBUPUHY, HY 2 ALUEHTOB
ObL1a yacTHYHAs PE3UCTEHTHOCTh K 3TPABUPUHY Ha OCHOBaHMHM aHanu3a Phenosense kxommanun
Monogram (Monogram Phenosense).

Jlamusyoun

Cpean HUOT Habmoganack nepekpecTHas pe3ucTeHTHOCTh. 3ameHa M184I/V, cesi3annas c
PE3UCTEHTHOCTBIO K JIAMHUBYIHMHY, BBI3bIBA€T PE3UCTEHTHOCTh K dMTpHUUTAOMHY. JlamMuBY 1HH
pesuctenTHbie BUY-1 MyTaHThI Taioke 0012111 NepeKpecTHON PE3HCTEHTHOCTHIO K I JaHO3HHY
(ddl). V HekoTOphIX MALMEHTOB, KOTOpPbIE MOJYYaTId 3MAOBYAMH M AMJAHO3MH, Pa3BUIHChH
M30JISThI, Pe3UCTEHTHBIE KO MHOTHM HHrHOMTOpam OT, BK/IIOUast TaMUBY IHH.

Tenogoeupa ouzonporcun

Cpean HUOT HnabGmromanach mepekpecTHast pesucTeHTHOCTh. 3ameHa K65R B OT BHY-1,
BbIZIEJIEHHAs 10 TEeHO(OBHPY, Takxke BblAeleHa y HeKoTopelXx BHY-1-uHGULMPOBAHHBIX
NALMEHTOB, NMOayYaBmKMX adakaBup wiu auaaHosuH. Msonste ¢ 3amenoit K65R 8 BUY-1 Taioke
NOKA3a/M CHIDKEHHYI0 YyBCTBHUTEIBHOCTh K OMTPULMTAOMHY M JaMHBYIuHY. Takum oOpaszom,
nepexpectHas pe3ucteHTHOCTh cpear HMOT MoxkeT BO3HHKATh y MAlMEHTOB, Y KOTOPBIX BUPYC
necer 3ameny K65R. 3amena K70E, kauHHuUeCKH BbIIEIEHHAs MO TEHO(OBHUPA JU30MPOKCHITY,
MPUBOAMT K CHIDKEHHIO YYBCTBUTEIBHOCTH K abakaBupy, AMIAHO3HHY, IMTPHIMTAOUHY,
namuByauHy U TeHopoBupy. Mzomster BUY-1 naumentoB (n=20), y KOTOPBIX B CPEIHEM
SKCIPECCUPYETCs 3 3aMEHbI aMHHOKHCIIOTBI, CBSI3aHHBIE C PE3UCTEHTHOCTBIO K 3U10BY IMHY, B OT
BHUY-1 (M41L, D67N, K70R, L210W, T215Y/F wmu K219Q/E/N) nokasaau CHWKEHHE
4y BCTBUTEIBHOCTH K TeHOGOBHPY B 3,1 pasza. Y nauueHToB, BUPYC KOTOPBIX 3KCIPECCHPYET
samedy L74V OT Ge3 3ameH, CBSI3aHHBIX C YCTOHYMBOCTBIO K 3UA0BYAMHY (n = 8), 0OTMEYaI0Ch
CHIDKEHHE OTBeTa Ha TeHodoBHpa au3onpokcwil. OrpaHuyeHHbIE NaHHBIE JOCTYMHBI IS
naiueHToB ¢ 3ameHamu Y115F (n =3), Q151M (n = 2) unu uncepuwmeii T69 (n =4) 8 OT BUY-1,
y BCEX Y KOTOPBIX HAOMIOIAICS CHIDKEHHBIH OTBET B KJIMHUYECKUX MCC/IET0BAHUAX.
dapMaKOKHHETHKA

ITocsie npuema OHOKPATHOM 103kl npenapara JleacTpuro 310poseivu 106poBoabuamu (N = 24)

HATOIIAK J3KCIO3WIMS JAOpaBMpHMHA, JaMuByaAuHa H TeHodoBupa ObL1a COmocTaBMMa ¢
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HaOII0JaeMOi NpU MpueMe MO OTAeNbHOCTH TalmeTkw, coaepxkameii aopasupud (100 mr),
tabnerku, coxepxkameir mamuByauH (300 Mr) wu  Tabnerkw, coxepxameit TeHodoBupa
ausornpokcut (245 wmr). Ipuem oxHoit Tabnerku npenapara JleacTpuro 0JHOBPEMEHHO € MHILEH
C BBICOKHM COJEPKaHHEM >KHPOB 3J0POBBIMH J0OpPOBOIBLAMU MPHBOAWI K yBeandeHHIO C2a
JopaBupuHa Ha 26%, B TO BpeMsi Kak koHueHTpauusi B riasme (AUC) u MakcuMaibHas
KOHUEHTPALHS (Cmax) 3HAYUTETBHO HE M3MEHWIHCh. Cmax JJAMUBY IMHA CHHU3WIACH HA 19% mpu
OJTHOBPEMEHHOM MpUEeMe C MHILIeH C BBICOKMM COJAepKaHueM xupos, B To Bpemsi kak AUC
3HAUUTEIBHO He M3MeHWINCh. Cmax TEHO(OBHpA yMeHbIIMIACh Ha 12% NpH OJHOBPEMEHHOM
npHeMe ¢ NuIeil ¢ BBICOKUM COJepyKaHueM XUpoB, B To Bpemst kak AUC yBennuunacek Ha 27%.
JlanHble pa3auunst B papMaKOKUHETHKE HE SIBIISIIOTCS KIIMHUYECKU 3HAUYMMBIMHL.

Jopaeupun

dapmakOKMHETHKAa  J0paBUpUHA u3yyanach y 310POBBIX 100poBObLEB "
BHY-1-unpunmpoBaHHbIX nanueHToB. PapMakOKHMHETHKA AOPAaBUPHHA SIBJISIETCS CXOIHOM Y
310pOoBbIX 100poBOsbleB U BHUY-1-uHpuUMPOBAHHBIX MalMEHTOB. PaBHOBECHOE COCTOSHHE
OOBIYHO JOCTUTraIOCh KO BTOPOMY JHIO MpPH MPHEME OAWH pa3 B CYTKH, ¢ KOdPdUIMEHTOM
HakorieHuss ot 1,2 no 1.4 ans AUCo24, Cmax U Co4. DapMaKOKMHETHUECKHE TOKA3aTEe/IH
JIOpPaBHUpPHHA B PAaBHOBECHOM COCTOSIHMM mnocie mpuema B ao3e 100 Mr oxuH pas B CyTKH
BHY- 1 -unduimpoBaHHEIMU NalUMeHTaMU Ha OCHOBaHUH NOMYJISILIUOHHO-

(apMaKOKHHETUYECKOTrO aHATM3a MTPUBESHbBI HHUXKE.

[Tapamerp AUCo24 Cmax Ca

GM (%CV) MKMOJIB/JT ® 4 MKMOJIb/JT HMOJIB/JT
Jopasupux

100 mMr 37,8 (29) 2,26 (19) 930 (63)
OJMH pa3 B CYTKH

GM: cpexanee reomerpuueckoe 3Hauenue; %CV: reomerpuueckuii koapduimesT sapuanuu

Bcacwvieanue

ITpu nmepopaibHOM NpHEeMe MAKCHUMAIbHbIE KOHLEHTPALMU B I1a3Me KPOBH JOCTUrarOTCs Yepes
2 yaca mociae mnpuema. BenuumHa aOCOMIOTHOH OHOJOCTYNHOCTH JOPABUPUHA COCTaBH/IA
npumepro 64% ast Tabnerku 100 mr.

Pacnpeoenenue

Ha ocHOBaHMHM BHYTPHBEHHOrO (B/B) BBEIESHHSI MUKPOI03bl 00BEM pacrpeneeHusi 10paBUpPUHA
cocrasiser 60,5 ;1. JIopaBUpHH CBSI3BIBAETCSI ¢ OeIKaMu IU1a3Mbl KPOBH MPHOIM3UTETHO Ha 76%.
Memaboauzm

Ha OCHOBaHMM JAHHBIX iA Vilro JOPaBUPHH MPEUMYILECTBEHHO MEeTab0IM3HPYeTCs MOCPEACTBOM

CYP3A.



Beieeoenue

Jlopasupun

Koneunslit nepuoa nomyssiseaenus (T12) nopaBupuHa coctasiser okono 15 yacos. JlopaBupHH
B OCHOBHOM 3JIMMHUHHPYETCSI MOCPEACTBOM OKHCIMTEIBHOr0 MeTaboiu3ma, OnoCpeaoBaHHOTO
CYP3A. BeiBeaeHHe HEM3MEHEHHOrO Ipenapara ¢ KeT4ybl0 MOXKET BHECTH BKJIAJ B BbIBEJICHHE
JOpPaBUPUHA, HO HE OXKHJAETCS, 4TO 3TOT IyTh BbIBEJSHHUsI OyAeT 3HauuTeIbHbIM. BhiBeneHue
HEH3MEHEHHOr0 npernapara ¢ MOuoH He3HAUYUTEIbHO.

Jlamueyoun

[Tocne mepopaibHOro mpuema jJaMuByAUH ObICTPO aOCOpOMpYeTcst U B 3HAUMTENBHON CTENEHH
pacnpenensiercst. [locae nmpuema MHOrokpaTHeIx 103 jdamuByauHa 300 Mr oauH pa3 B J€Hb B
TeueHue 7 aHeit 60 310poBbIMH 100poBOIBLUAMH Cmax B paBHOBECHOM COCTOSHHUHM (Craxss)
cocrasuia 2,04 + 0,54 mxr/ma (cpeanee £ CO), a AUC B paBHOBECHOM COCTOSIHHM 3a 24 uaca
(AUC24,s) cocraBuna 8,87 + 1,83 mxreuac/mi1. CBsi3bIBaHME ¢ O€IKAMHM IUTA3MBbI SIBISETCS HU3KHM.
[TpubmusurensHo 71% oT 103bI TaMUBY JMHA, BBEICHHOTO BHY TPUBEHHO, OOHAPYKUBAETCS B BUIE
HEM3MEHEHHOr 0 JIeKapCTBEHHOTO mpemnapaTta B Moue. Meraboau3m SIBISeTCs He3HAUHTEIbHBIM
nyTeM BbIBeAeHHs. EIMHCTBEHHBIMHM M3BECTHBIMH MeTa0OIMTAMH JIAMHMBYAWHA y YeIOBEKa
SIBJISIFOTCSI TPAaHC-CYIb(OKCHAHbIE MeTabomuThl (mpubausurensHo 5% OT mepopaabHOH 103bl
gyepe3 12 yacos). B GonbluMHCTBE MCCIEIOBAaHUI NMpPU MpHeMe OJHOKpaTHOW ao3el y BHUY-1-
MH()HULIHUPOBAHHBIX MALMEHTOB WK Y 3J0POBLIX A00pPOBOJIBLEB HAOIIO aeMbIi CPEIHUI MepHoa
nojyBbiBeeHust (T1/2) nmpu B3siTun 00pa3ioB CHIBOPTKU B TeUeHUE 24 4 10C/e A03bl BAPbUPOBAT
or 5 po 7u. Y BHY-l-uHpuuMpOBaHHBIX MALMEHTOB OOLIMI KJIUPEHC COCTABUI
398,5 + 69,1 ma/muH (cpeanee = CO).

Tenoghosupa ousonporcun

[Tocne mnepopanpHOro mnpuemMa Haromak 245 mMr TeHodosupa ausonpokcuna BHY-1
MHGHUUUPOBAHHBIMH MaMeHTaMH, Cmax ObLIa JOCTUTHYTA Yepe3 oauH yac. 3HaYeHUus! Cmax 1 AUC
cocrauan 0,30 £ 0,09 mxr/ma1 u 2,29 £ 0,69 MKr*4/MJ1  COOTBETCTBEHHO. bBHOJOCTYMHOCTH
TeHO(OoBHUpa M3 TEHO(POBUpPA AUZOMPOKCHIA Y MALHMEHTOB MOCIE MPUEMA HATOLIAK COCTAaBMJIA
npubnusurtensio 25%. Menee 0,7% TeHopoBHpa CBA3bIBACTCS ¢ OeIKaMu Miia3mbl YeI0BEKa in
vitro B muanasone or 0,01 xo 25 mxr/mu. IlpubGmusurensHo 70-80% 103wl TeHO(OBHPA,
BBEJCHHOTO BHY TPUBEHHO, OOHAPYKUBAETCS B BU/1€ HEM3MEHEHHOI0 JIEKApCTBEHHOIO Mpenapara
B MOue uepe3 72 yaca rnocie BeeaeHus. TeHo(pOBHpP BHIBOAUTCS Iy TeM KOMOHHALMHU KTy 00UKOBOMH
(GUIbTpaLMK ¥ aKTHBHOW KaHATBLIEBOM CEKPELMH C MOYEUHBIM KIHpeHcoM 243,5 + 33,3 ma/MuH
(cpennuit = CO) y B3pocabix ¢ knupeHcom kpearunuHa (KK) Gonee 80 mu/mun. ITocie

NEepPOPATBLHOrO MpHeMa KOHEUYHbI MepHOJ MOTyBbIBEICHUS! TEHODOBHPA COCTABISAET MPUMEPHO
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or 12 no 18w4acoB. B wmccrenoBaHusIx in vifro ObLI0 yCTAHOBJIEHO, YTO HH TeHO(OBHpa
JU30MPOKCUIT, HU TeHO(DOBHP He sBIstoTCs cyOcTparamu pepmentos CYP450.

Hapywenue ¢pynxkuyuu novex

HHopasupun

BriBeieHHe 1OpaBHPHHA MOYKAMH HE3HAYMTEIBHO: 0K010 6% BBOAMMOMN 103bI OOHAPYIKHUBAETCS
B HEM3MEHHOM BHJEe B Moue. B uccreaoBaHuu mpu CpaBHEHHHM Yy 8 MALMEHTOB € TSDKEIOH
CTENeHbI0 HapyleHus: QYHKUMH MoveKk u 8 nmauueHToB 0e3 HapyuieHus: (yHKIUH MOYeK,
9KCIO3UIMSL OJHOKPATHOH 103kl JopaBupuHa Obl1a Ha 31% BbIIIE y MALMEHTOB C TSDKETOH
CTENMEeHbI0 HapyLIeHus (QYHKIMH TNoYek. B momyasumoHHO-papMaKOKHHETHUECKOM AaHATU3e,
BitouaBiem namueHToB ¢ KK mexay 17 u 317 mui/mMun, noveuynass QyHKIMS He OKas3blBaja
KJIMHUYECKH 3HAYUMOrO BIUSIHUS Ha (apMakokMHeTHKy aopasupuHa. Koppekuus 103b1 y
NALMEHTOB C JIETKOH, CpeaHel WM TsDKETOH CTEeNeHb0 HapymeHus: (yHKIMH TOYeK He
TpeOyercs. JIOpaBUpHH He H3ydaics y TALMEHTOB € TEPMUHATbHOM CTaaWel MoueqHOH
HEOCTAaTOYHOCTH WM Y MALIMEHTOB, HAXOASIIMXCs Ha Auanuse (M. pasaen «Crnocod npumenenus
U 003b1)).

Jlamueyoun

B uccnenoBanusix samuBy guHa Op110 nokaszano, uro peauurnHa AUC moBbIaeTcst y NalueHToB C
HapymeHneM QyHKIMH MoYeK u3-3a CHIKeHUs KaupeHca. OCHOBBIBASICh HA JaHHBIX, MOTY YeHHbIX
IS TaMuByauHA, npenapar  JleacTpuro npoTHBONOKAa3aH —MAlMEHTaM ¢ PacueTHBIM
KK <50 mu/mMuH,

Tenoghosupa ousonporcun

dapMaKOKHHETHUYECKHE MapamMeTpbl TeHO(MOBUpPA OMpEeJeIsUId IMOoCae OJHOKPATHOrO NpHema
245 mr Terodosupa auzonpokcuaa 40 B3pocariM BHUY-HenmHbUIMpPOBAaHHBIM NalMEHTaM C
Pa3IMYHON CTENEHbIO HapyIeHUus PyHKIMU MOYEK, ONpeAeTIeHHON Mo uexoaHoMy 3HaueHHio KK
(nopmanbHas dyukius noyek npu KK >80 mn/mun, nerkoe Hapymenue npu KK = 50-79 mia/mun,
cpeannee npu KK = 30-49 ma/mun n tsokenoe npu KK =10-29 ma/vun). Ilo cpaBrHenuio ¢
NalMeHTaMi ¢ HOpPMaIbHOM (yHKumen nouek, cpeansis (koddduiment sapuamiu B %)
sKcno3unms TeHodosupa Bospacraer ¢ 2185 (12%) ur-w/ma y cyovexro ¢ KK > 80 ma/yun 10
3064 (30%) mreu/mu, 6009 (42%) vr-u/mMa u 15985 (45%) Hr-u/Ma y NAUMEHTOB C JIETKUM,
CPEAHUM M TSDKEIbIM HapylIeHHeM QyHKIHH MOYeK COOTBETCTBEHHO.

dapMakOKHHETHKA TEHO(DOBHPA Y B3POCIBIX MALMEHTOB, HE HAXOISILIMXCS HA TEMOIHATH3E, C
KK <10 M1/MMH ¥ y MNalUHEeHTOB ¢ TEePMHHAIbHOH CTaauell MOYEeYHOH HEeA0CTaTOYHOCTH,
HAXOSIIMXCS HA IEPUTOHEATHHOM M APYTUX opmax auaansa, He HCCIe10BaIach.

Hapywenue ¢pynkuyuu nevenu

Jlopasupun



JlopaBUpHH B OCHOBHOM MeTa0O0IM3UPYETCsl U BHIBOAUTCS MEUeHb0. He 0TMEYeHO KIHMHUYECKH
3HAUMMBIX DPa3Iuuuii B (apMaKOKWHETHKE JOpPAaBUPHHA B HCCICJOBAHHM IPU CPABHEHUH Y
8 mauueHToB €O cpeaHeil creneHpro HapyumeHus ¢pyHkuuu nevenu (Kinace B nmo Yaiina-ITero B
OCHOBHOM 32 CYUET YBEeIHUEHMsI BBIPOKEHHOCTH dHIedaTonaTuu U acuuta) u 8 maiueHTtoB 0e3
HapymeHust pyHkuuu neyenu. Koppekiys 1036l y MALMEHTOB C JIETKOH HIN CPeJHE CTENeHbI0
HapyleHHs QyHKUMH neyeHH He Tpedyercs. J[OpaBHpPHH HE U3y4aics y MALHEHTOB C TSDKETOMH
creneHplo Hapymenus: ¢pynkimu neveHu (Kmace C mo Yaitna-ITewo) (Cm. paspen «Crnocob
npUMEHEeHUs. U O03blY).

Jlamueyoun

dapMaKOKMHETHUECKHE CBOMCTBA J1aMHMBYAMHA H3YYaJIMCh Y TMALHEHTOB C HAPYIISHUSIMH
GyHKINM NeYeHH OT CPeHEN 10 TSHKENOi CTeneH: TsokecTH. PapMaKOKMHETHYECKHE TapaMeTphbl
HE MEHSUINCh CO CHIDKeHHeM (yHKIMM nedeHHu. bezomacHocTh u 3¢ PeKTHBHOCTE TaMHUBYAUHA
NpHU JeKOMIIEHCHPOBAHHBIX 3a00/1€BaHUSIX MIEYSHH HE M3y Yaach.

Tenoghosupa ousonporcun

dapmakokrHeTHKY TeHO(OBHpa nociae npueMa 245 mr TeHodoBHpa AUZONMPOKCHIA H3YHYATH Y
MALMEeHTOB C HapyLIeHUssMH (QYHKLUU NEUEHH OT CpeAHed A0 TSDKENOH CTeNeHH TSDKECTH.
Knaunuuecks 3HauMMBIX paziuuuii B (papMakOKMHETHKe TeHODOBHpAa Yy TALMEHTOB C
HapyIeHUsIMU (yHKIMH MeYeHH U 3J0POBbIMU 100pOBO/IbIIAMH He HAOII01a/10Ch.

Hoxcunsie

HecMoTps Ha orpaHuueHHOE KOIMUYECTBO HanueHTtoB (n =36) B BO3pacrte 65 neT U crapuie,
BKJIIOYEHHBIX B KIMHHYECKOe  uccrenoBaHue | ¢asel  wam B MOMYJISILMOHHBIN
(bapMaKOKMHETHYECKHH aHaIu3, He ObUIO BBISBICHO KIMHHYECKH 3HAYMMBIX pasInyuMil
(apMakOKMHETHKH JOpaBHpPHHA Yy MAlMEHTOB B BO3pacre 65 €T crapumie no CpPaBHEHHIO C
naupeHTaMu miaaame 65 ger. PapMakOKHHETHKA JaMHMBYIMHA H T€HO(DOBUpPA Y MALHEHTOB B
BO3pacTe crapiue 65 et He udyuanach. Koppekius 103e1 He Tpedyercsi.

Ilon

KimHuueckn 3HAYMMBIX pazinuuii  (papMaKOKHHETHKH JOPABHPHHA, JIAMMBYIMHA W/HIH
TeHO(DOBHUPA MEXKAY MY)KUHHAMH U JKEHLTHHAMHU BBISIBJICHO He ObLIO.

Paca

Jlopasupun

Ha oOCHOBaHMM JaHHBIX MOMYJISILMOHHO-(APMAKOKMHETHUECKOrO aHalu3a JOpaBUpUHA Y
300poBbIX 100poBOsiblieB U BHUY-1 MHOUUMPOBAHHBIX NALMEHTOB KJIMHUYECKH 3HAUYUMBbIX

PacoBBIX pa3auumii papMaKOKHHETHKN JOPABHPHHA BBISBIEHO HE ObLIO.
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Jlamugyoun

He ObL10 BBISBIEHO CYLIECTBEHHBIX WM KIHHHYECKHM 3HAYUMBIX PACOBBIX PA3THYUH
(bapMaKOKMHETHKH JIAMUBY IHHA.

Tenogosupa ousonpoxcun

Henocratounoe KOIMUYECTBO MpPEACTABUTENEH PACOBBIX M ITHHYECKUX TIPYII, OTIHYHBIX OT
€BPOINEOUIHOM, HE MO3BOISLIO aJEKBATHO ONMpPEASIUTh MOTEHUUATIbHbIE (PapMaKOKMHETHYECKHE

pa3auyuus CpeaM ITUX MOMyISILUI 1ocie npueMa TeHo(OoBHpa AU30MPOKCHIIA.
INOKA3AHHUA K IPUMEHEHUIO
Jleuenne BUY-1 undexumu y B3pOCIbIX MALHEHTOB.

INPOTUBOITIOKA3AHUA

- [ToBbIIeHHAst 9YBCTBHTEIBHOCTb K JOPABUPUHY, JAMUBYIUHY, TEHO(QOBUPY WIH K Jr0O0MY
APyroMy KOMITOHEHTY Ipernapara.
- COBMECTHO® TNPUMEHEHHE C JIEKAPCTBEHHBIMH INpEnapaTtaMu, SBISIIOUIMMHUCS CHIbHBIMH
uHAyKTOpamu  cuctembl  mutoxpoma P450 (CYP)3A  (u3-3a  3HAQUUTEIBHOTO  CHMIKEHMSI
KOHLEHTPALMKH JOpaBUpUHA B T1U1a3Me KpoBu) (cM. pasgen «Ocobvle ykasawus» W
«B3aumooeiicmeue ¢ Opy2umi 1eKapCmeeHHbIMU CPeOCMEaMu»). ITH MpenapaThl BKIIOYAKOT, HO
HE OrpaHHYHBAIOTCS:

+ kapbOamaszenuH, okckapOasenuH, peHodapOuTan, GeHUTONH;

* pudamnuuuH, pudaneHTuH;

* JIeKapCTBEHHbIE pACTHTEIbHBIC Ipenaparbl 3Bepo0Osi mpoabIpsBieHHOro (Hypericum

perforatum),

*  MHTOTaH;

*  JH3ATyTaMHA,

+ aymakadrop.
- HenepeHOCHMMOCTD J1aKTO3bL, Ae()ULMT JaKTa3bl, [TIIOKO30-TalakTo3Has MmanbabcopOums (T.K.
npenapar COASPXKHT JIAKTO3bI MOHOTHAPAT).
- Jlerckuii Bo3pact a0 18 et (oTcyTcTBHE AaHHBIX M0 3 (HEKTHBHOCTH U O€30MAaCHOCTH).
- BepemMeHHOCTb, mNEpHOA TPYAHOrO BCKapmiauMBaHusi (cMm. paspen «[lpumenenue npu
bepemenHOCMU U 8 NEPUOO 2PYOHO20 6CKAPMIUBAHUS »).
- [MauumenTs! ¢ pacuerHsIM K1HpeHcoM kpeatuna (KK) < 50 miu/muH.
- [TaiueHTh! ¢ TSDKEIOM CTENEHbIO MeYeHOUHOH HeaocTtaTouHOCTH (ki1ace C mo kiaccudukanu
Yaitna-ITero) (orcyTcTBUe gaHHBIX 00 3(hhekTuBHOCTH 1 OE30MaCHOCTH).

- OAHOBpEeMEHHBII IIPUEM C APYTHMH aHTHPETPOBHPY CHBIMH NpenapaTamMH.
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C OCTOPOXHOCTBIO

Caexyer ¢ OCTOPOXKHOCTBIO MPUMEHSTH OJHOBPEMEHHO CO CISAYIOLIMMH JIEKapCTBEHHBIMU
npenaparamu: pudadytun, nabpadenud, nesuHypan, OO3eHTaH, THOPHAA3WH, Ha(DLMLIHH,
MOJaQUHWI, TEJIOTPUCTAT ITWI, TAKPOIUMYC M CHPOIUMYC (CM. pazaensl « Bsaumooeiicmeue ¢

opyaumu texapcmeeHHviMu cpeocmeéamu» u « Ocodvle YKA3anus »).

NPUMEHEHHUE IIPHU BEPEMEHHOCTH W B IIEPHOJA TI'PYJHOI'O
BCKAPMJIMBAHUA

BepemennocTh

JlaHHBIE O MIPUMEHEHHH JOPABUPUHA Y OepeMeHHBIX OTCYTCTBYIOT WM OrpaHu4eHsl. boibmioe
KOJMUYECTBO JAaHHBIX, MOIy4YEeHHbIX y OepeMeHHbIX xeHmuH (6osee 3000 mMcXoa0B MEpBOro
TPUMECTPa), NMPUHUMABIUUX JAMHBYJAWH B KOMOMHALMM C JAPYTHMH AHTHUPETPOBUPYCHBIMH
npenaparamMH, YyKasblBalOT Ha OTCYTCTBHE MaTb()OPMALMOHHON TOKCHYHOCTH. Y MEpEeHHOe
KOJMUECTBO JaHHbIX y OepeMeHHbIX >eHUmH (B auamasoHe or 300 mo 1000 wucxomos
OepeMEeHHOCTH) YKa3bIBAIOT HAa OTCYTCTBHE Malb(OpPMALMOHHOW WK (hero/HeoHaTaTIbHOM
TOKCUYHOCTH, CBSI3aHHOH C MpueMoM TeHO(OBHpa AU30MPOKCHIIA.

Pezucmp no npumenenuio anmupemposupychvix npenapamoe 60 spems depemennocmu

JI1s MOHHTOpPHHra HCXOJ0B OEpEeMEHHOCTH Yy TMAalHMEHTOB, MOABEPrIMXCS BO3JACHCTBHIO
AHTUPETPOBUPYCHBIX TpenaparoB BO BpeMms OepemenHoctH, Obu1 cosaan «Peructp mno
NPUMEHEHHUIO AHTUPETPOBHPYCHBIX I@pernapatoB BO Bpemst OepemeHHOCTH». Bpauam
PEKOMEHTyeTCsl PErUCTPUPOBATH MALMEHTOB B 3TOM PEeCTpe.

HccnenoBanusi JOpaBHpPHHA Yy JKMBOTHBIX HE€ YKasblBAIOT Ha IMPSIMblE MM  KOCBEHHBIC
HexenarenbHble Q¢ eKTbl B OTHOLIEHUH PEnpOIyKTHBHOH TOKCHUHOCTH.

HccnenoBanust TeHO(GOBHpPA IU3OMPOKCUIA Y JKMBOTHBIX HE YKa3bIBAIOT Ha IPSIMbIE HIIH
KOCBEHHBIE HexenareibHble 3(Q(EeKThl B OTHOLIEHHH PENpOLyKTUBHOH TOKCUYHOCTH.
HccnenoBanus JIaMHBYAMHA Ha JKMBOTHBIX IOKA3aJd BO3PAacTaHHE YHMCIA CIy4yaeB PaHHEH
SMOpHOHAIBLHOM THOENH Y KPOJIMKOB, HO He Yy KpbiC. ITokazaHo, 4TO JaMMBYAHH CrnocoOeH
MPOHUKATh uepe3 IUIaLeHTapHbli Oapbep y uvenoBeka. JIaMHBYIHH MOXET HHIHOMPOBAThH
perukaiio JIHK B kierke. KnnHnyeckasi 3Ha4MMOCTb 3TUX HAOMIOA€HHH HEM3BECTHA.
[TpoTHBOMOKa3aHO UCIIOAb30BaHKE Npenapara JleacTpuro Bo Bpems OepeMEHHOCTH.

Ilepuoa rpyAHOro BCKapMJIHBAHHSA

Her JjaHHBIX O  BBbIJACJCHMM  JOpPaBUPHHA C  TpyAHbIM  MojaokoM.  Mwmerommecs
(bapMakoIMHAMUYECKNE/TOKCUKOJIOTMYECKUE  JaHHBIE Y JKMBOTHBIX [OKAa3add BBbIBEACHHE

JIOpPABHPUHA C TPy AHBIM MOTOKOM.
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JlaMuBy1uH OOHApyXMBalIM y HOBOPOXISHHBIX/MIQJSHLIEB, HAXOIILIIMXCS HA TIPyIHOM
BCKapM/IMBAHUH, MaTe€PH, KOTOPBIX MOMyYaau AaHHBIH npernapar. OCHOBBIBASCh HA HAOIIOIeHUU
Gonee 200 map Marb/peOeHOK, KOHLEHTpALMs JaMHBYJHHA B CBHIBOPOTKE Yy MJIAQJCHIIEB,
HAXOJSIIMUXCSl HA TPYAHOM BCKaPMJIMBAHMHU, MAT€PU KOTOPBIX IMOIYYAIOT JEUEHHE MO MOBOIY
BHY undexuun, sipasercs oueHb HU3KOH (< 4% OT KOHLUEHTPALMH JTAMHUBYAMHA B CHIBOPOTKE
MaTepH) U MPOrpecCMBHO CHHKALTCS 10 HEONPEALISEMbIX Y POBHEH C JOCTIDKEHHEM MJIaAeHIIAMU
Bo3pacta 24 Hexenb. JlaHHble 1mo 0e30macHOCTH JaMUBY/AMHA y JeTell B BO3pacTe Miaiiie
3 Mecs1EeB OTCYTCTBYIOT.

TenohoBup BHIBOAUTCS ¢ MOJIOKOM y yesnoBeka. HeqocTaTouHo JaHHBIX O BIAMSHUH TeHODOBHpa
Ha HOBOPOXISHHBIX/M/IaI€HLIEB.

H3-3a Bo3mokHOCTH nepeaaun BHUY-1 um BO3MOXHOCTH Pa3BUTHSI CEPbE3HBIX HEXKEIATEIbHbIX
peakuuii y aerei, HaXOASIIMXCS Ha FPyAHOM BCKapMIMBAHUU, MATEPSIM, MOy YarOLUM [Ipenapar
JencTpuro, mpeKpaTuTh Irpy IHOE BCKAPMIUBAHUE.

Binsiane Ha GpepTHILHOCTH

Her nannpIx o BaustHum npenapara [enctpuro Ha pepriibHOCTb Y yenoseka. Mccneaosanus y
JKMBOTHBIX HE YKa3bIBAIOT HA HexelareabHble 3(QQeKTsl J0paBHPHHA, JTaMHUBYIHMHA WIH
TeHO(OBUpPA TU30MPOKCHIA HA HEPTHIBHOCTD MPH 3KCIO3ULIMH, MPEBbIIIAOMIEH SKCIO3ULIHIO Y

4e/I0BEKA MPH PEKOMEHIy MO KIMHUUECKOH 103€.
CIIOCOBb NIPUMEHEHUSA U 103bI

Jleuenue 10/HKeH Ha3HAYATh BPay, UMEIOIIHI OnbIT B Jeuennd BUY undexumm.

Cnocod npumeHeHus

Jlns npuema BHYTpb. [lpemapar JlencTpuro NpPHHMMAIOT BHYTPb, MHpOrjarbiBas TaOleTKy
LETHUKOM, OJHH pa3 B CYTKH HE3aBHCHUMO OT Mpuema iy (M. pasaen «PapmakokuHemuka»).
Jo3a

Bspocabie BUY-1 uHuUMpoBaHHBIE MALMEHThl, HE MOJYYaBIIME PAaHEe AaHTHUPETPOBUPYCHYIO
tTeparmio, #  B3pociabie BHWY-1  uHQUUMpOBaHHBIE MALMEHTHI, MOJYyYaBIIME paHee
AHTHPETPOBUPYCHYIO Tepanuio 0Oe3 H3BECTHbIX MyTalMi pPEe3UCTEHTHOCTH K JOPaBHPHHY,
JnamMuByAMHY W TeHodoBupy. Pexomenayemas no3a mpenapara [lenctpuro — oxHa tabierka
NepopaIbHO OJWH pa3 B CYTKH HE3aBUCUMO OT MPHEMA MHUIIH.

Koppekuus 003b1

Ecnu mpenapar JlencTpuro Ha3Ha4yaeTcss OJHOBPEMEHHO ¢ pudaOyTHHOM, CleayeT yBEeIHUHMTh
103y aopasupuna 10 100 Mr aBa pas3a B CyTKH, 3TO AOCTHIaeTcsi mpHeMoM TabjIeTKu npenapara,

cozepxameidi 100 Mr gopaBupHHA B KauyeCTBE €IMHCTBEHHOIO JEHCTBYIOLIErO BEIIECTBA,
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