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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npuMepHo 4Yepe3 12wuacoB mnocie mnpuema g03bl npemapara [enctpuro (cM.  paszgen
«Bsaumooeticmeue ¢ Opy2umu 1eKapcmeeHHbIMU CPEOCMEamu»).

CoBMecTHOe MPUMEHEHHe JOpaBHpUHA C APYTrMMH yMepeHHbIMU uHIyKkTopamu CYP3A ne ObL10
U3YUYEHO, HO OXKMAAETCSl CHW)KEHHE KOHLIEHTpAlHM AOpaBUpUHA. B ciyuae ecau coBMECTHOE
MpUMeHeHHe ¢ ApyruMu ymepeHHbiMu uHAykTOopamu CYP3A (takumu kak: paGpadenuo,
ne3uHypaj, 003eHTaH, THOPHIA3HH, HAQIMUTHH, MOAAQUHII, TETOTPHCTAT ITUII) HEOOX0AUMO,
ClIeyeT eXeTHEBHO MPUHUMATh OAHY TabieTKky mpenapara, coaepxauryio 100 Mr 1opaBupHHa B
Ka4yeCTBe €IMHCTBEHHOrO JAEHCTBYIOIIEro BEIIECTBA, MPUMEPHO uyepes 12 4acoB mocjie npuema
no3bl mpenapara Jenactpuro (cMm. paszpen «Bzaumooeticmeue ¢ Opyeumu J1eKapCmeeHHbIMU
cpeocmsamuy).

Ilponyck 003wt

ITpu npomnycke nmpuema npenapara Jleactpuro B TedeHne 12 4acoB ¢ MOMEHTa 0OBIYHOTO BPEMEHH
npuema, MalHeHTy CAeAyeT Kak MOXKHO CKOpee NpUHSTh mpernapar JIeJcTpuro H NpHHSTH
creayoouy 103y mpenapara Jleactpuro B oOprdHOE 3amiaHuposaHHoe Bpems. [Ipu mpomycke
npuema npenapara Jleacrpuro B reuenue 6osee 12 4acoB ¢ MOMEHTa OOBIYHOTO BPEMEHH NIPUEMa,
MAaLUEHTy He CIe1yeT NPUHUMATE MPOIMYLIEHHYIO 103y, BMECTO 3TOr0 MALMEHT JO0KEH MPHHSTH
CIEAYIOIIYIO 03y B 3arulaHupoBaHHoe Bpewms. [laumenTam He ciaeayeT NMpUHMMAThL JBE J103bl
OJTHOBPEMEHHO.

Ocobble rpynnbl NaNHEHTOB

Hoowcunvie

Jlanupie 00 MCMOJIBb30BAHHM JOPABUPUHA, JAMUBYAMHA W TeHO(OBHpPA JU30MPOKCHIA Y
NAIMEHTOB B BO3pacTe 65 JeT u crapiue orpaHiueHbl. Her JaHHBIX, CBUAETEIbCTBYFOIIKX O TOM,
YTO Y MOKWIBIX MALMEHTOB HEOOXOAMMO HCMOIb30BATH 03y, OTIHYHYI OT MPHUMEHSEMOH Y
fosiee MOIOIBIX B3POC/IbIX MALUEHTOB (CM. paszzaen «Papmaxoxkunemuxa»). OQHAKO B 3TOH
BO3PACTHOH Ipymnme CIeayeT MPOsBISTE OCTOPOXKHOCTh MO NMPUYHHE BO3PACTHBIX H3MEHEHHH,
Hanpumep yxyamenus: QyHKuu novek (cMm. paszaen «Ocobbie ykasanus»).

Hapywenue ¢ynkyuu novex

Koppexkuus 10361 nipenapara J{encTpuro y B3pocibix maupeHToB ¢ pacyerHeiM KK > 50 ma/vun
He Tpedyercs. Jleuenne npenaparom [leactpuro y mauueHtos ¢ pacyeTHbiM KK < 50 ma/mun
NpoTUBONOKazaHo (cMm. pasaen «Dapmaxokunemuxa», «lIpomusonokazanui» u «OcoOvie
ykasanus»). Jledyenne npenapatoM JleacTpuro cieayeT OTMEHMTb, ecau  pacuerTHbii KK
onyckaercs Hike SO mi/mMuH (cMm. pasaen «Ocobvle ykazanusy). [lauueHraM €O CpeaHen wiu
TSDKEIOM CTENMEHBIO MOYEYHOH HEJA0CTAaTOYHOCTH TPeOyeTcsl KOPPEKIMs HHTEpBaia J03HPOBAHHUS

JJaMMBYJIUHaA H TeHO(bOBHpa JAU30MPOKCHIA, KOTOpass HE MOXKET OBITh BBITNIOJIHEHA B paMKax
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KOMOMHMPOBAHHON  jekapcTBeHHOW  Qopmbr  mpemapara  [Jencrpuro (oM. paszen
«Dapmakoxkuremura» u «Ocobbvle YKazanus »).

Hapywenue pynrkuuu nevenu

Koppexuus 1031 npenapara Jleacrpuro y nauueHToB ¢ jgerkoit (Kimacc A no Yaitna-ITeio) wiu
cpeaneii (Knace B mo Yaiina-ITeo) crenenbio HapyuieHust GyHKUHH Te4eHH He TpelyeTcs.
[IpumeHeHHe AOpaBHPUHA Y MALMEHTOB C TSDKETOH CTENEeHbIO HapylueHus (QYHKIHMH MeYeHH
(Knacc C mo Yaitna-ITero) He wu3yyanocs. HeusBecTHO, yBEIHYMBAETCS JM 3KCIO3HLIMS
JIOPaBUPHHA Y MALUEHTOB C TSDKEIOH CTeNeHbIO MeUeHOYHON HeA0CTaTOYHOCTH.

Tayuenmer 0Oemcko2o 6o3pacma

BesomacHocts 1 3ddexTuBHOCTh npenapara JencTpuro He M3yvyasach y MAlMEHTOB MUIAjIIe

18 ner. JlaHHBIE O MPUMEHEHHIO OTCYTCTBYIOT.
MOBOYHOE JIENCTBUE

Kpamxkuit 0630p npogpuna 6e3onacnocmu

HauGonee 4acTo 3aperucTpupoOBaHHBIMHU HEXEIATETbHBIMU PEAKLMSIMH, KOTOPbIE ObLTH OLIEHEHBI,
KaK BO3MOXKHO WM BEPOSITHO CBSI3aHHbIE C MPHEMOM JopaBupuHa, ObuiM TOwWHOTA (4%) M
rosoBHas 601k (3%).

Tadauunsie Oannsle HedXHce1AMENbHBIX PEAKUILIL

HexxenarenbHele peakuuu ¢ npexanosiaraeMod (mo kpaiiHeil Mepe, BO3MOXHOM)
B3aUMOCBSI3bIO C JISUEHHEM MEPEeUHCIeHbl HIDKE B 3aBUCHMOCTH OT KJIacCa CHCTEM OPraHOB
OopraHu3ma M 4acToTel. B pamkax Kaxa0i YaCTOTHOH IpymIbl HEXeaaTeabHbIE SIBIACHHMS
NPE/ICTABICHBI B MOPsIAKE YOBIBAHUS TsDKECTH. YacTOThI ONPENEsIIOTCS KaK: O4Y€Hb YacThble
(>1/10), gacteie (ot >1/100 xo <1/10), wewacteie (ot >1/1000 mo <1/100), peakue (ot
1/10000 mo <1/1000) nnu ouens peakue (<1/10000).

Ta6auna 2. Tabnuuma HexenaTeabHBIX pPEaKLUMi, CBS3aHHBIX C NPUMEHEHHEM Mpenapara
€JICTPUTO.

Yacrora | HexesaTeibHASA peaknusi

Hapywenus co cmoponst Kpogu i IumM@pamuieckoil cucmemsl

Heuacrbie Helitponenus*, anemus™®, TpoMbonuronenus™

QueHb peakue HcTuHHAs 3pUTpPOLMTAapHas aria3us™

Hnugexuyuonnsie u napazumapmsie 3a60.1€6aHUA

Penxue | Ilycryne3Has Cpinb

Hapywenus co cmoponst 00MeHa gewecme i numanus

Heuacteie o I'unodocharemus, runokatneMus™

Penxue ['unmoMarsuemusi, Jakraranuao3™

Hapywenusa ncuxuku

Yacrelie HeoObIunbIe CHOBHAEHMUS, OeccoHHMIa’

Heuacreie Kommapel, 1enpeccus’, TpeBOKHOCTBS,
pa3aApaKUTETbHOCTD, CITy TAHHOE CO3HAHHE,
MBICIH O CYMILIHIE
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Penxue Arpeccusi, Ta/UTIOLMHALUH, PaCCTPOMCTBO
aJlanTaluy, U3MEHEHHE HACTPOCHHUSI,
COMHaMOyJIH3M

Hapywenusa co cmoponst HepeHOoIl cucmemMbl

Yacteie I"onoBHast 60J1b, FOJIOBOKPYKEHHE, COHIHBOCTh

Heuactbie Hapyenne BHUMaHMS, HApy LIEHUE TAMSTH,
napecTes3ust, TMIEPTOHYC, IUI0X0e KaYeCTBO CHA

QueHb peakue [Tepudepuueckas Heliponatus (WM napecre3us)™

Hapywenus co cmoponst cocyooe

Heuacreie [ l'unepren3us

Hapywenus co cmoponst dsixamenbHoll cucmemst, 0p2anog 2pyoHoil Kiemxu u

cpedocmeHus

Yacreie Kamens*, Ha3aabHbIE CHMITOMBI™

Penkue JIMCriHO?, TOH3WLISpHAst runeprpodus™

Hapywienus co cmmopomnst d#cej1y004Ho-Kue4Hoz0 mpaxkma

Yacreie TowmnoTa, Auapes, 60/1b B )kMBOTEY, pBOTA,
METEOPH3M

Heuacrtbie 3anop, HEMPUATHBIE OLLYILEHHUS B XKUBOTE’,
B3yTHE J)KUBOTA, AUCTIENICHUS, KalIneoOpa3HbIii
cTys1®, HapyeHne NepucTaTbTHKHU XKeTy J04HO-
KMIIIEYHOIO TPAKTa’, MaHKpeaTuT™*

Penxue 001€3HEHHBIN MMO3bIB HA HCIIPAXKHEHUE

Hapywenus co cmoponst nedeHu i Jce/14egsle00Aux nymeit

Penxue | Kupogoii renaro3*, renarut*

Hapywenusa co cmoponst Koxcu it ROOKOMCHBIX MKAHell

Yacreie Annoneuus*, cpinp®

Heuacreie 3ya

Penkue Aneprudeckuil J1epMaTUT, po3alea,

AQHTHOHEBPOTHYECKUI OTeK™

Hapymeuuﬂ CO CHROPOHBbL CKeJIeMHO-MblIUEYUHOU CUCIEMbL Il COCOUHUME/IbHOU MKAHU

Yacteie HapyieHusi CO CTOPOHBI MBIIIEUHOM TKaHU ™

Heuacreie Muanrusi, aprpairus, padromMuonus*y,
MbILIEYHAast ¢1adoCcTh* T

Penxue CKeleTHO-MbIIIeYHast 00/1b, 0CTEOMAISIIIHS

(mposiBrIsirOIIasCs: Kak 00/1b B KOCTSX M PEAKO
CrocoOCTBYIOIIAs TIepeioMaM KOocTei)™,

Muonarus™®
Hapywienus co cmopoHst noYex i Mo4egsle00Aux nymeil
Heuyacteie IToBbIIEHHE KOHIIEHTPALIMH KpeaTHHUHA™,

NPOKCHMAlTbHAsl peHaIbHas Ty Oyionarust
(Birouasi cHHApPoM PaHKOHM)™

Penxue OcTpoe MoBpexAeHHEe MOYEK, Hapy LIeHNne
(GyHKLIMH [T0YEK, KAMHHU B MOYKAX,
MoyeyHO-KaMeHHasi 0071e3Hb, OCTpasi MOYeYHas!
HEJ0CTAaTOYHOCTL ™, M0YeUHasi HEJOCTATOUYHOCTh ™,
OCTpBIH HEKPO3 KaHaTbLeB®, HepuT (BKIIOUAst
OCTPBIH HHTEPCTHLHATbHBIN)*, HepporeHHbIH
HecaxapHbli quader™

Obwue paccmpoiicmea i HApyeHUus 8 Mecime 66e0eHUs

Yacrbie [ToBbIMIEHHAS YTOM/ISIEMOCTB, JTUXOpaaKa™®

Heuacteie ACTeHHUsI, HEAOMOTraHHe
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Penxue | Bonb B rpyam, 03006, Gotb, Kaxaa
Jlabopamopnsie u uHCIMpymMeHmaisHsle OAHHbIE

YacTeie [ToBbIIIEHHE AaKTUBHOCTH
ATaHMHAMHUHOTpaHChepasbl’
HeuacTtrlie IToBhIlIEHHE AKTHBHOCTH

acrapraTaMHHOTpaHCcepasbl, MOBBILIEHHE
AKTHBHOCTH JIMIA3bl, MOBBIILIEHUE AKTUBHOCTH
aMI1a3bl, CHIKEHHE KOHLIEHTPALUH IreMor1001Ha
Penxue [ToBbIIEHHE AKTUBHOCTH KpeaTHH(OCHOKHHA3HI B
KPOBH

*JlaHHasl He)KeaTeIbHAs PeakLusi He coo0Manach KaK He)eaTelbHas peakiusi, CBSI3aHHasl ¢
npuMeHeHneM aopasupuHa, B (ase 3 kmmuuueckux wuccaenoanuii (DRIVE-FORWARD,
DRIVE-AHEAD, DRIVE-SHIFT), HOo BKINOYeHa B JaHHYIO TaOaHIy Kak HeKeaareilbHas
peaxiys B COOTBeTCTBHHU ¢ KpaTkoii XapakTepucTHKOM J1eKapCTBEHHOTO MpenapaTa JaMUBY IMH
(3TC) w/mnm Ttenodosupa muzompoxcuna ¢ymapar (TDF), yrBepxaenHoit B EC. Bwuin
HCIIOIb30BaHbl HAMBBICIINE KATErOpUM YacTOThI, U3 yKa3aHHbIX B Kparkoil xapakTepucTuke
nexapcreeHHoro npenapara 3TC wiu TDF.

TllanHas HexenarenbHas peakuMss MOXET BO3HUKATH BCIEACTBHE NPOKCHMAILHON
KaHatbleBol TyOynomarun. OHa He CuMTaeTCs CBSI3aHHOH C TNpueMoM TeHo(poBHpa
JM30MPOKCHIIA B OTCYTCTBHE 3TOIO COCTOSIHUSL

16ecconnnua BII0OYaeT: GECCOHHUILY, HAPYIIEHHE 3aCHINAHUs H HAPYIIEHHE CHA.

2nenpeccusi BKJIIOYAET: JEMPECCHIO, JAEMPECCHBHOE HACTPOEHHE, OOJIBbIIOH AENpecCHBHBIN
3IHU30] U CTOHKOE ACNPECCUBHOE PaCCTPOUCTBO.

3TPEeBOKHOCTD BKIIOYAET: TPEBOKHOCTh M TEHEPATH30BAHHOE TPEBOKHOE PACCTPOICTRO.
460/1b B )KMBOTE BKJIIOYAET: 6O B )KUBOTE U 00JIb B BEPXHEH 4aCTH KUBOTA.

SauckoMOpT B KMBOTE BKIIOUYAET: AMCKOM(OPT B kMBOTE M AuckomMpopt B obnactu
STUraCTPHSL.

SkammieoOpasHbIil CTY1 BKIKOYAET: KaMIEe0OPas3Hblil CTYJI M aTUIIMYHBIN CTYIL.

"HapylleHHe MEPUCTAILTHKM  KETyJOYHO-KMIIEYHOTO TPaKTa BKIIOYACT. HapyIIeHHe
NEePUCTATBTHKH JKEJTY JOUHO-KUILIEYHOrO TPAKTA U YCUICHHE NePHCTATbTHKH KUIIEYHHKA.
8ChINb BKIIFOYAET: ChINb, MAKYJIE3HY IO ChIllb, 3PUTEMATO3HYIO ChIllb, FEHEPATH30BAHHY IO CBIIb,
MaKyJI€3HO-TIAIYJIE3HY IO ChIllb, MAITYJIe3HYIO ChIllb H KPATUBHHUILY .

NOBbIIEHHE AKTUBHOCTH ATaHMHAMHHOTPaHC(epasbl BKIIOYACT: MOBBIIEHHE AKTHBHOCTH
ATaHUHAMHUHOTpaHC(epasbl U MOPAKEHHE MEUSHHU.

IEPEJTO3UPOBKA
Jopasupun

I/IH(bOpMaLlI/lﬂ 0 MOTEHIMAJIBHBIX OCTPBLIX CUMIITOMAX M MPU3HAKAX MEPEAO3UPOBKHA JOPABUPUHOM

OTCYTCTBYET.

JlamMuBy 1MH

B CBSI3H € TE€M, 4TO C MOMOIIBI reMoauanu3a (4-4acoBoro), mpoA0KUTEIBHOTO aMOy1aTOPHOTO
MEPUTOHEATLHOTO UATH3a U aBTOMATH3MPOBAHHOTO MEPUTOHEATEHOTO AUATH3A ObLIO BBIBEIEHO
HE3HAUNTEIbHOE KOJHWYECTBO JIAMHUBY/MHA, HEH3BECTHO, CIOCOOEH /M MPOJOIKHUTEIbHbIN
reMOJAMATH3 MPUHECTH KIMHHUYECKYIO NOIb3Y B CTy4ae Nepeao3uPOBKHU TaAMHBY JHHOM.

TenodboBupa AM3OIPOKCUI

Tenoporupa a130mPOKCHI 3G HEKTUBHO Y AATSETCS C TOMOLIBIO FeMOANATH3a ¢ KO3 hHIIMEHTOM

SKCTpaKuK npubausureasHo 54%. Ilocie oaHOKpaTtHOro mpuema a03bl 245 mMr TeHodosmpa

1178 2¢ &



JU30MPOKCHIA 4-4acOBOM reMoguatu3 yjaamwa npudaumsutensHo 10% monydeHHOH 103bl

TeHO(OBHpA.
B3AUMO/IEMCTBUE C JIPYTUMHU JEKAPCTBEHHBIMH CPEJICTBAMH

IMpenapar [leacTpuro npeacTasisieT co0oii MOIHY0 cXxeMy KOMOMHHpPOBaHHOM Tepanun BUY-1
UHQEKIMH, TMO3TOMY HEe CleIyeT TNPOBOAMThL TEPANUK JAPYTHMH AHTHPETPOBUPYCHBIMH
npenapatamMu COBMeCTHO ¢ mpenaparom Jleactpuro. HMupopmamus 1o MNOTEHLHATBHBIM
B3aUMOJIEHCTBUSAM mnpenapara JleacTpuro ¢ APYrMMH aQHTUPETPOBHUPYCHBIMHM TNpenaparamu
otcyTeTByeT. MccienoBanus o B3auMOAeHCTBUIO ObLTH BBINOTHEHBI TOJIBKO Y B3POCIIBIX.
IMpenapar JIeJCTPUro COAEPXKHT JOPABHPHH, JAMHBYIHH M TeHO(QOBHpA AM3OMPOKCHI, TAKUM
obpaszom, 100bIe B3aWMOJACHCTBHS, YCTAHOBIGHHbIE I8 KaKAOrO M3 3THX JEHCTBYIOIIMX
BEILIECTB, TAKXKe MPUMEHNMbI K KOMOMHUPOBAHHOMY npenapaty JIeacTpuro v npeacTaBieHsl B
TabGnuue 3.

Bhauanue Opyzux NeKapcmeeHHsIX Rpenapamoe Ha 0opasupu, 1amMueyouH u meHogosupa
OU30ONPOKCUIL

Lopasupun

JlopaBupuH mnpeumyniecTBeHHO Mmeraboausupyercs CYP3A, u jexapcTBeHHbIC Npenaparhl,
KOTOpbIE HHAYLMPYIOT Hiu HHruOupyioT CYP3A, BIHSIOT Ha KIMPEHC J0paBUpHHA (CM. pasaen
«Dapmaroounamuray). I'penapar JleacTpuro npoTHBONOKa3aH MPH COBMECTHOM NMPUMEHEHHH C
IeKapCTBEHHbIMH MPENapaTaMu, KOTOpbIe SBISIOTCS CHabHbiMU MHAykTopamu CYP3A, Tak kak
0XKUIAeTCS 3HAUUTE/ILHOE CHIDKEHHE KOHLEHTPALMU JO0PAaBMPUHA B IIa3ME KPOBH, UTO MOXKET
causuTh 3¢dexruBHocTs npemapara Jleactpuro (cm. pasaen «/Ipomuonoxkasanus» w
«DapMaAKoOKUHEMUKa»).

CoBMecTHOe mpuMeHeHHe ¢ ymepeHHbiM uHayktopom CYP3A  pudabyrunom CHikaer
KOHLEHTpauio fopasupusa (cm. TaGmuuy 3). Ilpn coBMeCTHOM TpUMeHeHHHU ¢ pudaldyTHHOM
ClIeyeT eKeHEeBHO NPHMHAMATh 0JHY TabIeTKy npenapara, coaeprkantyto 100 Mr qopaBHpuHa B
KAuecTBe €MHCTBEHHOrO JAEHCTBYIOLIEro BELIECTBA, MPHMMEPHO Yepe3 12 yacoB mociae mpuema
103b1 mpenapara Jlencrpuro (cM. pasaen «Cnocod npumenenus u 003ul»).

COBMeCTHOE IPUMEeHeHHe Tpenapara JlencTpuro ¢ ApyruMu y MepesHsiv naaykropavu CYP3A
HE N3y4a10Ch, HO OXKU/IAETCsl CHIDKEHHE KOHIIGHTPAIMHU 0paBuprHa. B ciayuae, eciu COBMECTHOS
npuMeHeHHe npenapara JleacTpHro ¢ APyruMH yMepeHHbIMU nHayKTopamn CYP3A (TaKMMH KaK:
nabpabenns, nesunypas, GO3EHTaH, THOPUIA3HH, HAQLMLTHH, MOAADHHILL, TETOTPUCTAT STH)
Henb3s M30ekKaTh, CAeAyeT eKEIHEBHO NMPUHMMATh OJHY TaOJETKy Mperapara, COASpiKallyo
100 Mr 10paBMpHHA B Ka4yeCTBE €IMHCTBEHHOrO JACHCTBYIOLIErO BEIIECTBA, MPHUMEPHO Hepes

12 gacoB nocie nprueMa 103sl npenapara Jleactpuro (em. pasaen «Cnocob npumenenus u 003sl »).
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CoBMecTHOE MpuMeHeHHe npenapara JIencTpuro U JeKapCTBEHHBIX MPEnapaTroB MHTHOMTOPOB
CYP3A MOXeT MPUBECTH K MOBBILIEHHIO KOHLIEHTPALMK JOPAaBHpHHA B IL1a3Me KpoBH. OaHaKo
TP COBMECTHOM TIpueMe aopasupuna ¢ uaruduropavu CYP3A koppekuust 103bl He TpeOyeTcs.
Jlamugyoun

Tak kKak OCHOBHOI IyTh BIBEAEHUS JTAMHUBY AUHA OCYLLIECTBISETCS TOYKAMHU ITyTeM KOMOMHALMU
K1y0OuKkoBOM  (uabTpauMHM W aKTHBHOM  KaHAIBLEBOH  cekpeuuu  (CM.  pasaen
«Dapmaxkokurnemukay), npueM rmnpenapara JIeacTpuro COBMECTHO C MpenaparaMu, KOTOpbIe
CHIDKAIOT (PYHKLHMIO MOYEK, WIH KOHKYpPUPYIOT 3a aKTHBHYIO KAHAIBLEBYIO CEKPELMIO, MOXKET
NPUBOAUTH K MOBBIIEHUIO CIBOPOTOYHOH KOHIIEHTPALIUMH JJAMHUBY IHHA.

Tenoghosupa ouzonpoxcun

Tak Kak OCHOBHOM IMyTh BbIBEAEHHUs TEHO(POBHUPA OCYIIECTBISETCS TOYKAMHU MyTeM KOMOHHALIMH
KIyOOuKOBOM  (UIbTpAUMH W aKTHBHOM  KaHAIbLEBOH  cekpermu  (CM.  paszaen
«Dapmarkokunemuxay), TMpuem mnpenapara JleICTpuro COBMECTHO € NpenaparamMu, KOTOpbIe
CHIDKAKOT (PYHKLUHMIO MOYEK HIH KOHKYPHPYIOT 3a AKTUBHYIO KaHAIBLEBYK) CEKPELHIO 4Yepes
OATI1, OAT3 wim MRP4, MOXeT NMPUBOAUTH K MOBBILIEHHIO ChIBOPOTOYHOH KOHLIEHTPALMH
TEeHO(OBUPA.

B cBsizu ¢ TeM, 4to TeHO(OBHpa ANU3OMPOKCHI SIBISETCS OAHUM M3 JEHCTBYIOUIMX BEIIECTB
npenapara Jlenctpuro, cieayer uzderarh npuMeHeHus npenapara Jleacrpuro OAHOBPEMEHHO WU
MOCjd€ HEAABHEr0 MCHOIb30BaHHs HEeDPOTOKCHYHBIX TpPEenaparoB. OTH JIEKAPCTBEHHbIE
npenapatbl BKJIKOYAKOT, HO HE OrPaHWYMBAIOTCS CIEAYIONIMMH: AlMKIOBHP, CHA0DOBHD,
FaHIMKJIOBUD, BATALMKIOBUD, BAITAHLMKIOBHD, AMHHOTIMKO3UAbI (HAIpUMep, FeHTaMHLIMH) U
BBICOKME /103bl HECTEPOMIHBIX MNpPOTHBOBOCTAIMTEIbHBIX mpenaparos (HIIBIT) wiu mpuem
neckobkux HIIBIT (em. paszaen «OcoOble yKa3aHus»).

Bausnue oopasupuna, 1amueyOuna u meHoPosupa Ou3onpoKcuId Ha opyzue 1eKapcmeeHsie
npenapamsi

Hopasupun

MarnoBepossTHO, 4To nmpueM 103bl 100 Mr 1opaBupuHa OJMH pa3 B CYTKU OKAXKET KIMHHYECKH
3HAUMMOE BIMSHHUE HA KOHLEHTPALMIO B IUIa3Me KPOBH JEKAPCTBEHHBIX MPENnapaToB, KOTOPbIE
3aBUCAT OT TPAHCHOPTHBIX OenkoB A1 abcopOumm M/ MM BBIBEACHHS HIH KOTOpbIE
meraboausupyTcs nocpeactsom pepmentos CYP.

OHAKO COBMECTHBIH MpHEM J0paBUPHHA U 4dyBCTBUTEAbHOro cydcrpara CYP3A mmaasonama
NPUBOAUT K CHIKEHUIO 3KCTO3HIMH Mujaasonama Ha 18%, uro CBUAETENBCTBYET O TOM, 4TO
JIOPaBUPHH MOXKET SIBAATHCs c1abbiv nHaykTopoM CYP3A. Takum oOpasom, cieayer codnroaare

OCTOPOXKHOCTb TpPH OJHOBPEMEHHOM IIpUeMe JOPaBUPUHA M TIPENapaTroB, SBISIOLIMXCH
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qyBCTBUTEIbHBIMU cyOcTparamu CYP3A, KOTOpBIE TakkKe MOTYT UMETh Y3KOE TEPAneBTHUECKOE
OKHO (HarmpuMmep, TaKpOIHMYC U CHPOIUMYC).

Jlamueyoun

JlamuBy 1uH He UHrHOMpYyeT u He uHayuupyer Gepmentst CYP.

Tenoghosup

Ha ocHOBaHMM pe3yJIbTaTOB IKCIIEPUMEHTOB i# Vifro W U3BECTHOTO Iy TH BbIBEACHUS TEHO(DOBHpA,
notenuuan s CYP-onocpeoBaHHbIX B3auMOAEHCTBUIT TEHODOBUPA M IPYTHX JIEKAPCTBEHHBIX
NPernaparos, SBJISETCS HU3KUM.

Tabauya ezaumodeiicmenit

B tabnuue 3 npuBeaeHb! yCTAHOBIEHHBIE M ApyrHe (HO HE BCE) BO3MOXKHBIE JIEKAPCTBEHHBIE
B3aMMOJCHCTBUSL C JEHCTBYIOIIMMH BelleCcTBaMH mnpemapara Jleiactpuro (yBeluueHue
0003HaYeHO Kak |, yMeHblIeHHe 0003Ha4eHO Kak |, 0e3 u3MeHeHHil 0003HAUEHO Kak ).
Bo3MOXKHBIE 1€KapPCTBEHHBIE B3aUMOAEHCTBHUS ¢ TEHO(OBHPA AU3ONMPOKCHIOM HITH JIAMHBY THHOM

cM. pazaensl « @apmarxoxurnemura» u « Ocobvie Ykasanus ».

Tabauna 3. B3anmoneicTeus Mexay ASHCTBYIOLUIMMM BellecTBaMu rnpenapara JleacTpuro u
JAPYTHMH JIEKAPCTBEHHBIMH MpPEnapaTaMyu U peKOMEHIALMH 10 J03HPOBAHHUIO.
Buinsinne Ha

KOHIIEHTPAIHIO
. JIEKapCTBEHHOTO PexomeH1a1isi B OTHOIIIEHHH
JlekapcTBeHHBIIl MpenapaT B 3aBHCHMOCTH
. npemnapara. COBMECTHOT'O IIPHMeHEHUSsI ¢
OT TepaneBTHYeCKoil 06./1acTH
CooTHOIIIEHHE npenapartom JlescTpuro

reoMeTpPHYeCKHX CpeJHUX
3Havennii (90% JAW)*
[IpenapaThl, CHIDKAIONME KHCIOTHOCTD eIy IOYHOIO COKa

aHTaIy/l (AIOMUHMS U MarHus TUAPOKCH], <> JIOpaBHPHH
CYCIIEH3HS I IIpUeMa BHYTPb) AUC 1,01 (0,92; 1,11) Koppexius 10351 He
(20 M1 OTHOKPATHO, Cmax 0,86 (0,74, 1,01) TpebyeTcs.
JqopaBupuH 100 MI 0JHOKPaTHO) Cy4 1,03 (0,94; 1,12)
[IaHTOIIPA301 S peBHpi
AUC 0,83 (0,76; 0,91) Koppexkiust 10351 He

(40 Mr oJ1MH pa3 B CYTKH,

Cmax 0,88 (0,76; 1,01 6 3
nopaBupuH 100 M 0THOKPaTHO) wsx 0,88 (0,76, 1,01) TpebyeTed

C14 0,84 (0,77, 0,92)
B3anmojeiicTBre ¢
JIOPAaBUPHHOM HIIH

JIOPaBUPUHOM
o /IMaMHUBYTHHOM /TeHO(DOBUpa Koppexius 10351 He
s JIA3IIIIPOKCHIOM HE H3Y4EHO. TpebyeTes.
OxuaeTcs:

<> JIOPaBUPUH
HHruGHTOpEl aHI'MOTEH3UH-IIPEBpaNIaioNiero depMeHTa
BsaumoseiicTBue ¢
JIOPaBUPUHOM HIIH
JIOPaBUPHHOM Koppeximsa 10351 He
/maMUBYTHHOM /TeHO(OBUpa TpebyeTcs.
JIU3IIIIPOKCHIIOM He H3YUEHO.

JIM3UHOIIPHTT
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OxHIaeTcs:
> JIM3HHOIPHUI

AHTHAHJIPOTEHHBIE CPE/ICTBA

B3ammoseiictBre ¢
JIOPAaBHPHHOM HITH
JIOPaBUPHHOM
/ITaMHBYIMHOM /TeHO(OBUPa

CoBMecTHOE IIPUMCHCHHEC

9H3aTyTaMUL J3IIIPOKCHIOM HE H3YHJeHO. HpOTHBONIOKA3AHO.,
Oxupaercs:
| nopaBupun
(Uanyxims CYP3A)
AHTUOHOTHKH
Heo6Xo1MMo HCKITIOYUTE
Baamvozeticrsue ¢ COBMECTHOE IIpUMeHeHHe. B
AOpaBHPHHOM HIIH ciIydae eciId COBMECTHOE
JIOpaBUPHHOM [IPUMEHEHHE He MOKeT OBITh
/naMuBY IHHOM /TeHO(OBHpPa HUCKIIOYEHO, CIeyeT
HaQIUTAH
JIU3IIIPOKCHIIOM HE U3YYEHO. €)Ke/IHeBHO IIPUHUMATh
OKuaercs: JopaBUpHH B j1o3e 100 Mr
| MopaBHpHH IIpUMEpHO 4epe3 12 gacoB
(Mnayxms CYP3A) 1ocIIe IIpreMa 03l IpernapaTa
Jlencrpuro.
[TpoTuBoCY IOPOIKHBIE IIPETIapaThl
BzanmoeiicTBue ¢
JIOPAaBHPHHOM WIN
JIOPaBUPHHOM
kapGaMaseruH /maMuBY IMHOM /TeHODOBHpa
oKcKapOazenH J3ITPOKCHIIOM HE H3YHEHO. CoBMecTHOE IPHMEHEHHE
(enobapOuran IIPOTHBOIIOKA3aHO.
L Oxujiaercs:
| 1opaBUpUH
Muayxmas CYP3A)
[TpoTHBOIMabe THIECKHE CPEICTBA
MeTHOpMUH < MeTGOpPMHUH

(1000 Mr otHOKpATHO,
jopaBupuH 100 Mr oiuH pa3 B CYTKH)

AUC 0,94 (0,88; 1,00)
Cmax 0,94 (0,86; 1,03)

Koppexuus 10351 He
TpebyeTcs.

KaHarmGI03uH

JIAPATITYTH
CHTATTIUIITHH

BsaumojieiicTBre ¢
JIOPaBHPHHOM WU
JIOPaBUPHHOM
/maMuBY THHOM /TeHO(OBHpPa
JTU3IIIPOKCHIOM He H3YUeHO.

OsxujraeTcs:
<> KaHa M QI03uH
<> JIApArIyTU
<> CUTaIJIMITHH

Koppexkiust 10351 He
Tpebyercs.

[IpotuBOIMapetHbIEe CpeICTBA

TEIOTPUCTAT STUIT

B3ammoseiictBue ¢
JIOPaBUPHUHOM UITH
JIOPaBUPHHOM
/maMuBY THHOM /TeHO(oBHpa
JIU3IIIIPOKCHIIOM HE U3YUYEHO.

Heobx011uM0 HCKITIOYHUTH
COBMECTHOE IpUMeHeHue. B
Cilydae eclId COBMECTHOE
IpUMeHEHHe He MOXeT OBITh
UCKIIOYEHO, CIIeyeT
€Ke/THEBHO IPUHUMATh
JlopaBUpHUH B 103e 100 Mr

OzupaeTos: IpUMEpHO Yepe3 12 "acos
| nopaBupun 11ociIe IIpreMa J03bl IIperaparta
(Muaykmms CYP3A) Jlenctpuro.

[IpoTHBOMOAarpUYECKHe U YPUKO3YPHUIECKHUE IIpenaparel

21
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JIe3unypaju

BsamvopeiictBue ¢
JIOPaBUPHHOM HITH
JIOPaBUPHHOM
/mamMuBYy TUHOM /TeHO(OBHpPa
JIIB3IITIPOKCHIIOM HE U3YHYEHO.

Heo6x0uM0 HCKITIOUHTH
COBMECTHOE IIpUMeHeHue. B
CIIy4dae ecJId COBMECTHOE
[IPUMCHEHHUE He MOXKET OBITh
HCKJIOUEHO, CIIeyeT
€Ke/ITHEBHO IIPHHUMATh
JlopaBUpHH B jo3e 100 Mr

OxupiaeTos: npuMepHo Yepes 12 "acoB
| nopaBHpHH ocJie IIpreMa J03bI Iperapara
(Muayxmmsa CYP3A) Jenctpuro.

[IpoTHBOTYOEpKYII€3HBIE IIpernapaThl

OJHOKpaTHas J03a puhaMIIHHa
(600 Mr otHOKpATHO,
jqopaBupuH 100 Mr 0JJHOKpaTHO)

MHOTOKPATHBIA IIpUeM pudaMIInHa

(600 Mr oiMH pa3 B CYTKH,
jiopaBupuH 100 MI' OTHOKpPaTHO)

<> JIOpPaBHPHH

AUC 0,91 (0,78; 1,06)
Cumax 1,40 (1,21; 1,63)
C24 0,90 (0,80; 1,01)

| nopaBupuH
AUC 0,12 (0,10; 0,15)
Crmax 0,43 (0,35; 0,52)
C24 0,03 (0,02; 0,04)
Munyxmma CYP3A)

CoBMeCTHOE ITPUMEHEHUE
[IPOTUBOIIOKA3aHO.

BaanmoselictBue ¢
JIOPaBHPHHOM HIIH
JIOPaBUPHHOM
/naMUBY THHOM /TeHO(OBHpPa

CoBmecTHOE IIPUMCHCHHUE

pudarneHTun JT30IIPOKCHIIOM HE H3Y4YEHO.
IIPOTUBOIIOKA3aHO.
Oxujtaercs:
| mopaBupun
(Uuaykmus CYP3A)
B ciydae ecinu npenapat
| JlencTpuro HazHayaeTCs
JIOpaBUPHUH 5
] JTHOBPEMEHHO C
pudabyrun P ok g e pudabyTHHOM, Clle1yeT

(300 Mr oMH pa3 B CYTKH,
jiopaBupuH 100 MI 0JTHOKpPaTHO)

Cmax 0,99 (0,85; 1,15)
C24 0,32 (0,28; 0,35)
(Muaykmms CYP3A)

©KeHEBHO IIPUHHMATh
JlopaBupuH B j1o3e 100 mr
IIPUMEpHO 4Yepe3 12 gacoB
I10c7Ie IpueMa JIO3bl IIperapaTa
Jlenctpuro.

IIpOTHBOOITYXOJIEBBIE CPECTBA

BzammojeiictBue ¢
JIOPaBHPHHOM MU
JIOPaBUPHHOM
/MaMHBY THHOM /TeHO(OBHPa

CoBMecTHOE IIPUMCHECHUC

MHTOTaH JIA30IIPOKCHIIOM HE U3Y9EHO.
IIPOTUBOIIOKA3aHO.
Oxunaercs:
| nopaBupuH
(Muayxumg CYP3A)
HetiporenTuku
BiaumoeiicTBrE C HeoOxoauMo HCKITFOYUTE
JOPABHPHHOM A COBMECTHOE IpHMeHeHHe. B
J1OpABHPHHOM cIIydae ecid COBMECTHOE
THOPHIa3HH /namuByiMHOM /TeHodoBupa | PHMCHCHHE HE MOXET GbrTh

JA3OIIPOKCHIIOM HE U3YUECHO.

OskuaeTcs:

UCKJIIOUEHO, CIIeyeT
©Ke/THeBHO IIPHHUMATh
JopaBUpUH B 03¢ 100 M
[IPUMEPHO Yepe3 12 "acoB
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| topaBupHH
Munyxmma CYP3A)

ocIe TIpUeMa 1035l IIperapaTa
Jlencrpuro.

[TpoTHBOrpUOKOBBIE Cpe/ICTBa U3 Kilacca a30/I0B

KETOKOHA30J1

OJIHOKPATHO)

(400 Mr osiuH pa3 B cyTKH, JopaBupuH 100 Mr

1 nopaBUpUH
AUC 3,06 (2,85; 3,29)
Cmax 1,25 (1,05; 1,49)
C24 2,75 (2,54; 2,98)
Munyxima CYP3A)

Koppexuus 10351 He
TpebyeTcs.

daykonazon
UTPaKOHA30T
[103aKOHA30.1
BOPHKOHA3011

BsammoseiictBue ¢
JIOPaBHPHHOM HJIH
JIOPAaBUPHHOM
/maMHUBY IMHOM /TeHO(OBHpa
JH30IPOKCHIOM He H3y9eHO.

Oxugaercs:
1 nopaBUpuH
Muayxmma CYP3A)

Koppekuus 10351 He
Tpebyercs.

BIIOKaTOpr KaJIbITHCBBIX KaHaJIOB

JUIITHA3EM
BepaliaMuiI

B3amvoetictBue ¢
JOPaBUPHHOM HIIH
JIOPaBUPHHOM
/maMHUBY THHOM /TeHO(OBHpa
JIA30IIPOKCHIOM HE U3Y4EHO.

Oxutaercs:
1 1IOpaBUpUH
(CYP3A4 unrudurop)

Koppexkus 10361 He
TpebyeTesL.

JUIA JICUCHUS MYKOBHCITA/103a

nymaxadrop

JAU30IIPOKCHUIIOM HE U3YYCHO.

BaammojeiictBue ¢
JIOPAaBUPUHOM MU
JIOPaBUPHHOM
/maMuBY THHOM /TeHO(OBHUpa

Oxuaercs:
| nopaBupun
(Uunyxmms CYP3A)

CoBMecTHOE IIPUMEHCHHE

IIPOTHUBOITIOKA3aHO.

SHJIOTEIMHOBBIX PEIEIITOPOB

0o3eHTaH

/maMuBY TUHOM /TeHO(DOBHpPa
JU30IIPOKCHIIOM HE U3YUYEHO.

BzamMmoeiictBue ¢
JIOPAaBHPHHOM HIIA
JIOPaBHPHHOM

HeolXxo M0 HCKITIOUHTE
COBMeCTHOe TpiMeHeHue. B
clIydae eCJIM COBMECTHOE
IIPUMEHEHHE He MOXXeT OBITh

] JlopaBHpHH B 03¢ 100 M1
Usaniaerca: IIpUMEpPHO Yepe3 12 gacoB
| nopaBupuH 1ocJ1e IIpueMa JI03bl Iperapara
(Mupykmus CYP3A) Jlencrpuro.

HUCKIIOYCHO, CIICAYET
€XKCHCBHO IIPUHHUMATh

IIpoTHBOBHPYCHBIE MpenapaThl, AeHCTBYIOMUE Ha BUpYyc renatura C

snbacBUp + Ipa3oNpeBHp
(50 Mr snbacBupa oiMH pa3 B cyTkH + 200 Mr
rpa3oIpeBupa O/IMH pa3 B CYTKH, JIOPABUPHH
100 Mr oiuH pa3 B CYTKH)

(uarubuposanue CYP3A)

1 nopaBHpHH
AUC 1,56 (1,45; 1,68)
Cmax 1,41 (1,25; 1,58)
Ca4 1,61 (1,45; 1,79)

<> 516acBHp
AUC 0,96 (0,90, 1,02)

Cmax 0,96 (0,91; 1,01)

Koppexkiwst 10361 He TpeOyeTcs.

1
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C24 0,96 (0,89; 1,04)

> IpazoIpeBUp
AUC 1,07 (0,94; 1,23)
Cumax 1,22 (1,01; 1,47)
C34 0,90 (0.,83; 0,96)

> JJOPaBHPHH
AUC 1,15 (1,07; 1,24)

Crmax 1,11 (0,97, 1,27)
Cas 1,24 (1,13; 1,36)

<> JICIUIIaCBUp

CresyeT MOHUTOPHPOBATh
AUC 0,92 (0,80; 1,06) [IalIMEHTOB, [IPUHUMAIOIIUX
Ne/mmacBup + codocGyBup Cmax 0,91 (0,80; 1,02) npenapart Jlenctpuro
COBMECTHO ¢ KOMOMHaIMen
(90 Mr neaunacBupa ogHOKpaTHO + 400 M
coocOyBUpa OTHOKPaTHO, JOPaBHPHH R e ¥ SEIEACEHP /- o 0cOYRHD, B
100 Mr OIHOKpATHO) AUC 1,04 (0,91; 1,18) IIpeMET BO3HPﬂGioBeHPIiI
Crnax 0,89 (0,79; 1,00) HeXelaTeIbHBIX peakInii,
CBSI3aHHBIX ¢ TeHO(HOBHUpa
«— (GS-331007 JUA30IPOKCUIIOM.
AUC 1,03 (0,98; 1,09)
Crmax 1,03 (0,97; 1,09)
Oxujaercs:
1 TeHOdOBHpa
Bsammoseiictue ¢ CienyeT MOHHTOPHPOBATh
JIOPaBUPHHOM WIII MIAITUeHTOB, IPUHUMAIOIIX
JIOPaBUPHHOM npenapart Jlenctpuro
/maMHUBYTHHOM /TeHO(OBUpPA COBMECTHO ¢ KOMOHUHAIHEeH
coocOyBup / BemaTacBup JIM30IIPOKCHIIOM He M3ydeHo. | codocOyBHp / BenmaTacBup, Ha
IpeMeT BO3HUKHOBEHHS
Oxupaercs: HEXelIaTeIbHbIX PeaKIHii,
> JIOPaBUPHH CBSI3aHHBIX ¢ TeHO(DOBHpa
1 TeHodoBupa JTA30IIPOKCHIIOM.
BaammoeiictBue ¢
JIOPaBUPHHOM HIIN
JIOPaBUPHHOM
/maMUBYIMHOM /TeHO(OBUpa
coocOyBup }IKBOHp)(I)KCHHOM e n:?yqeﬂl:). Koppekmms 10361 He TpebyeTcs.
Oxuaercs:
<> JIOpaBUPHH
BzanmojeiictBue ¢
JIOPaBUPHHOM HIIH
JIOPaBUPHHOM
JIaKJIaTacBUp

/nmaMuBY IUHOM /TeHO(OBHpa

Ko 03Bl HE oyercs.
JIMBOIIPOKCHIIOM HE U3YYEHO. PPeRIE A Tpeoy

Oxuaercs:
<> JIOPaBUPUH

OMOHUTaCBUp /IapUTAIIPeBUP / PUTOHABUP

U jacabyBuUp +/-pUTOHABUD

B3aumojeiictBue ¢
JIOPaBUPHHOM HJIH
JIOPaBUPHHOM
/maMHBYTHHOM /TeHO¢OBHpPa
Koppekiust 10361 He TpeOyeTcs.
JIM30TIPOKCHIIOM HE U3Y4CHO.

Oxumaercs:

1 AopaBUpHH
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(Uuruduposanune CYP3A B
CBSI3HM C PUTOHABUPOM )

nacaCyBup

B3ammojeiicTBHE ©
JIOPaBUPHHOM HIH
JIOPaBHPHHOM
/maMUBY THHOM /TeHO(OBHpa
JIA30IIPOKCHIIOM HE H3YUCHO.

OxuaeTcs:
<> TOPaBUPHUH

Koppexmus 10361 He TpeOyeTcs.

IJIeKalpeBHp, MUOPEHTACBUP

B3aumopeiictBue ¢
JIOPaBUPUHOM HIIH
JIOPaBUPHHOM
/MaMHUBY THHOM /TeHO(OBHpPa
JTU30TIPOKCHIIOM He M3Y4YEHO.

Oxupnaercs:
1 nopaBUpHH
(unarutupoBanue CYP3A)

Koppexkims 10351 He TpeGyercs..

pubaBupuH

BaammopeiictBue ¢
JIOPAaBUPHHOM WM
JIOpPaBUPHHOM
/mamMuBY THHOM /TeHO(oBHUpa
JIA30TIPOKCHIIOM HE M3YUEeHO.

OskuaeTcs:
<> JIOPaBUPUH

Koppexkiust 10361 He Tpebyercs.

PactuTeIbHbIe IIpenapaTsl

3Bepo0oii IPOALIPSIBIICHHBIH (Hypericum
perforatum)

B3aumogelictBue ¢
JIOPABUPHHOM WU
JIOPaBUPHHOM
/maMuBY IHHOM /TeHO¢OBHpPa
JIU30IIPOKCHIIOM HE H3YUEHO.

Oxunaercs:
| nopaBupuH
(Muaykmms CYP3A)

CoBMecTHOE IPpUMEHEHHE
IIPOTUBOIIOKA3aHO.

IIpotuBoBupycHBe (BUY) cpeactBa

TeHO(OBHpPa AM30IPOKCUTT
(300 Mr oiMH pa3 B CyTKH,
npopaBupuH 100 Mr 0 JHOKpPaTHO)

<> JIOpaBUPHUH
AUC 0,95 (0,80; 1,12)
Cmax 0,80 (0,64; 1,01)
C14 0,94 (0,78; 1,12)

Koppexkiust 10361 He Tpebyercs.

JTaMHBYTHH + TeHO(OBUpa TU30IPOKCHIT
(300 Mr TaMHBYAHMHA OJTHOKPATHO + 245 MT
TeHO(OBUpPa AM30NPOKCUIIA OTHOKPATHO,
jiopaBupuH 100 Mr 0THOKPaTHO)

<> JIOpaBUPHH
AUC 0,96 (0,87; 1,06)
Crmax 0,97 (0,88; 1,07)
C,4 0,94 (0,83; 1,06)

> JIaMUBY/IUH
AUC 0,94 (0,88; 1,00)
Cmax 0,92 (0,81 1,05)

1 TernodoBup
AUC 1,11 (0,97; 1,28)
Cmax 1,17 (0,96; 1,42)

Koppexkmust 10361 He TpedyeTcs.

HMMMyHOCYIIpeCcCaHThI

TaKpOJIHMYC
CHPOJIIMYC

B3ammojieicTBHE C
JIOPaBHPHHOM HIIH
JIOPABUPHHOM

Heo6xoMM0 MOHHTOPHPOBATE
KOHIIEHTPAIIMIO TAKpOTHMYyca ¥
CHpOJIIMYCa B KPOBH, TaK Kak
MOKET ITOTpeOoBaThCs
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JH30IPOKCHIIOM He U3YHEHO.

Oxujgaercs:
<> IOpaBHPHH
| Takpormmyc, cupommyc
(Muayxms CYP3A)

/TaMUBYTHHOM /TeHO(OBUpPA | KOPPEKTUPOBKA 03Bl JaHHBIX

BEINECTB.

HIrUOUTOPHI KMHA3BI

nabpadeHnc

BzaumopeiictBue ¢
JIOPaBUPHHOM WU
JIOPAaBUPHHOM
/TaMUBYIHHOM /TeHO(OBHpa
JIMB0IIPOKCUIIOM HE M3YUEHO.

HeobxomuMo HCKITIOYUTE
COBMECTHOE IpHMeHeHue. B
CIIydae eCJIi COBMECTHOE
[IPUMEHEHHE HEe MOXET OBITh
HCKIIIOYEHO, CIIe/lyeT
€)KeIHeBHO IPHHUMATh
JlopaBApHH B 03¢ 100 Mr

Oxcupaercs: npuMepHo Yepes 12 gacoB

| nopaBupuH IocIe IIpyreMa JIo3hI IperapaTta
(Munyxmaa CYP3A) Jlencrpuro.
[Ipoune

pacTBOp copOuToa
(3,2r1,10,2 1, 13,4 r)/namMuBy1uH

OpaHOKpaTHas /103a
JIaMHBY/IHHA B BUJIE
pacTBopa ULl IIpueMa
BHYTPb 300 Mr

JIaMUBY JIUH
AUC { 14%: 32%; 35%
Crnax ¥ 28%: 52%: 55%

HeoOxo1uMo 110 BO3MOXKHOCTH

HUCKIIFOYHTD IIOCTOSIHHOE
COBMECTHOE IIPUMCHEHHE
npenapata Jleiactpuro
COBMECTHO C IIpelriapaTaMy,
cojiepKaIMy COpOUTON WIN
JIPyTHE TIOTUCITHPTHI C
OCMOTHUYECKUM JIeHCTBUEM
(HaIpuMep, KCHIUTOIL,
MaHHHTOJL, JIAKTHTOJL,
MairtuTol). B ciyuae eciu
JUTMTEIHLHOE COBMECTHOE
NpHUMEHEeHHe He MOXKeT OBITh
UCKIIIOYEHO, CIIeIYeT OIEHUTh
HeOoOXO0IMMOCTH 00jIee 9acToro
MOHHUTOPHHI'2 BUPYCHOMU
Harpy3ku BUY-1.

OIMOU/IHBIE aHATBIeTUKHU

MeTajIoH
(20 — 200 Mr oiMH pa3 B CYTKH
MHIUBUIyaIbHO NojobpaHHas 103a,
jqopaBupuH 100 Mr o1uH pa3 B CYTKH)

| nopaBupHH
AUC 0,74 (0,61; 0,90)
Cmax 0,76 (0,63; 0,91)
C14 0,80 (0,63; 1,03)

«— R-MeTaj10H
AUC 0,95 (0,90, 1,01)
Cmax 0,98 (0,93; 1,03)

C74 0,95 (0,88; 1,03)

<> S-MeTajloH
AUC 0,98 (0,90; 1,06)
Cmax 0,97 (0,91; 1,04)
C»4 0,97 (0,86; 1,10)

Koppexkiust 10361 He TpeOyeTcs.

OynpeHopdun
HaJIOKCOH

B3anmoencTBHae ¢
JIOPaBUPHHOM HIIH
JIOPAaBUPHHOM
/maMUBY THHOM /TeHO(OBUpa
JM30IPOKCHIIOM HE H3y4EHO.

Oxuaercs:
> Gynperopdun

<> HAJIOKCOH

Koppexims 10361 He TpebyeTcs.
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ITepopaibHble KOHTPAICIITHBBI

0,03 Mr atuHWICTpaguona + 0,15 Mr
JIEBOHOPIecTpea OHOKPATHO,
jqopaBupuH 100 Mr o/iMH pa3 B CyTKH

<> 3THHHJI3CTPAHON
AUC 0,98 (0,94;1,03)
Crmax 0,83 (0,80; 0,87)

1 neBoHOprecTpeln
AUC 1,21 (1,14; 1,28)
Crmax 0,96 (0,88; 1,05)

Koppekimst 10351 He TpeOyeTcs.

Hoprecnma'r/ OTHHUIIDCTPATHOII

B3aumojeiicTBre ¢
JIOPaBHPHHOM MU
JIOPaBUPHHOM
/maMuBY THHOM /TeHO(oBHpa
JIU30TIPOKCHIIOM HE U3YUECHO.

Oxuaercs:
<> HoOprecTHMat/
STHHHIICTPA/HOI

Koppexkiust 10361 He Tpebyercs.

TIcHXOCTUMYIISATOPBI

B3ammoseiictBue ¢
JIOPAaBUPHHOM HJIH
JIOPaBUPHHOM
/mamMuBYTHHOM /TeHOdOBHpa

Heobx0a1M0 HCKITIOUHTh
COBMECTHOE IpuMeHeHue. B
ciIydae ecid COBMECTHO®
pHIMEHeHHe He MOXKeT OBITh

(2 MT OTHOKpATHO,
jqopaBupuH 120 Mr OJUH pa3 B CYTKH)

AUC 0,82 (0,70, 0,97)
Cmax 1,02 (0,813 1,28),

MoaduHIIT JT30TIPOKCHIOM He H3YUEHO. HELMOSSHO, ey et
©XKeJIHEBHO IIPHHUMATh
JopaBupuH B j1o3e 100 mMr
Ozupaercs: IIPUMEpHO 4yepe3 12 gacor
| nopaBupuH I10CJIe TIpUeMa JIO3bI IIperiapaTa
(Munyxums CYP3A) Jlencrpuro.
CejlaTUBHBIE / CHOTBOPHBIE CPEJICTBA
MU/la301aM | Muazonam

Koppekims 10361 He TpebyeTcs.

[unomurmemMudeckue cpeactsa, uHruouTops! ' MIT-KoA-peayKkTasst

aTOpBACTaTUH
(20 Mr OJTHOKpPATHO,
JIOP 100 Mr ojiuH pa3 B CyTKH)

<> aTopBacTaTHH
AUC 0,98 (0,90; 1,06)
Cumax 0,67 (0,52; 0,85)

Koppexkiust 10361 He TpebyeTcs.

pO3yBacTaTUH
CHMBACTaTHH

Bsanmoeiictue ¢
JIOPaBHPHHOM HITH
JIOPaBUPHHOM
/maMuBY IMHOM /TeHO(OBHpPa
JIU30IPOKCHIIOM HE H3YUYEHO.

OskuaeTcs:
<> po3yBacTaTUH
<> CHMBacTaTHH

Koppekust 10361 He TpebyeTcs.

JIW = oBepuTeIbHBIA HHTEPBAI

1 = yBe/IMUeHHUE, | = YMEHbIIeHHE, <> = 0e3 N3MEeHEeHUH

*AUC. 17151 otHOKpaTHOM 1036, AUC.94 1711 IIpUEMa OJTHH Pa3 B CYTKH.

OCOBBIE YKA3ZAHUA

Bbi10 n0kazaHo, uro 3¢ dekTHBHOE MoJaBIeHHE BHpyCa MO ACHCTBMEM aHTHPETPOBHPYCHOM

TEpanuy 3HAYMTEIbHO CHIDKaeT puck nepeaaun BHUY-1 mosoBeiM myTeM, OAHAKO OCTATOYHbIH

puck He MoxeT Obith wuckioueH. Creayer NPHHUMATh Mepbl NPEJOCTOPOKHOCTH IS

NpeaOoTBPAISHHUs NIepeaavu BUPyCa B COOTBETCTBHH C HAIMOHAJIbHBIMH PEKOMEHAALIMAMH.




3amenst HHHOT u npumenenue 0opagupuna

IIpumeHeHHe n0paBHpPHHA Yy NALMEHTOB, Y KOTOPBIX PaHEe OTCYTCTBOBAI BHPYCOTOTHUECKHH
OTBET Ha KaKyl0-1M00 aHTUpeTpoBUpPYCHYIO Tepanuio He usyyaan. HHUOT-accounnpoBanHbie
MYTAalLHHU, BBISBJICHHbIE MPU CKPUHUHTE, SIBJSUTHCh KPUTEPUSIMU MCKIIOUEHHS B MCCIEI0BAHHUSIX
¢a3 2b/3. INoporopas TOUKa CHIKEHHsI YyBCTBHTEILHOCTH B pesyibrare pasnununbix HHHUOT-
3aMeH, KOTOpasi CBsi3aHA CO CHIDKEHHEM KIMHHYEeCKOH 3(()EeKTUBHOCTH, yCTAHOB/IEHA HE ObL1a
(em. pasaen «@apmakoounamuxay). JIocTaTO4HbIE KIMHUYECKHUE JAHHBIE, MOATBEPIKIAIOLIHE
NpUMEHEeHHe JOpaBHpPHHA Yy mauueHtoB, MHGuuupoBaHHeix BHUY-1, ¢ Hanuumem aokazaHHON
pesucTeHTHOCTH K npenaparam kiacca HHHUOT, orcyTcTByloT.

Taxcenoe obocmpenue zenamuma B y nayuenmog ¢ ko-ungpexuyuei BU4-1 u BI'B

Jlo Havana mpoBeAEHHS aHTHPETPOBUPYCHOI Tepanuu Bce naumeHtbl ¢ BUY-1 nomkHb! ObITh
npoBepeHsl Ha Hauuue Bupyca renaruta B (BI'B). V nauuenTos ¢ ko-undpexuueit BUY-1 u BI'B
coobmanock o TsukeaoMm obocTpennn remaruta B (HanpuMep, AexomreHcauus: GyHKIHH NeYeHH
Y NIEUYEHOYHAs! HeJJ0CTaTOUYHOCTE ), KOTOPOE MPUBOANIIO K MPEKPALIEHUIO TPUEMA JIAMUBY IHHA HITH
TeHO(OBUPA AU3OMPOKCUIA, ABYX JSHCTBYIOIUX BEeIEeCTB npenapara Jleacrpuro. Y nauueHTos,
¢ ko-uH(pexumein BHUY-1 u BI'B, cineayer TumiateabHO MOHMTOPUpPOBATh KIMHUYECKHE H
nabopaTopHbIe MPU3HAKU B T€YEHHE KAK MUHHUMYM HECKOJIBKHX MECSLEB IOCNe MPEeKpaIleHust
teparmuu npenaparoM Jlenctpuro. Ipu HeoOXoauMOCTH MOXeT ObITh 11e1ec000pa3HBIM HAYaI0
tepamun BI'B, 0COOEHHO y mNamMeHTOB € MpPOrpecCHpyIomHM 3a00/1eBaHUEM TEYeHH HIIH
LUPPO30M, TaK Kak O0OOCTPEHHEe IMOCIIe JEUSHHUs] MOKET NMPUBECTH K JSKOMIIEHCALUH (QYHKLUH
TIEYEHH U TTIEYESHOUYHOMH HEAOCTATOYHOCTH.

Bnepesie evisieniennsle HapyuweHus GyHKyuU nowex aubo ux yxyouenue

Hapyenne GpyHKIMH MOYEK, BKJIIOYAsI CTydyan OCTPOH MOYEYHOH HEA0CTaTOYHOCTH M CHHIPOM
dankoHn (MOBpEKAEHHE KAHAIBLEB MOYEK C TsbKenoi runodocdaremueii), oTMeuanocr MpH
MCIOJb30BaHHH TEHO(OBHpPA AU3ONMPOKCHIA, OAHOrO M3 JASHCTBYIOLIMX BELIECTB Npenapara
Hencrpuro.

[Mpenapar Jleactpuro He cleAyer NPUHUMATh OJHOBPEMEHHO C HE(PPOTOKCHUHBIMH
JIeKapCTBEHHBIMHU IpenaparamMu, TM00 BCKOPE 10C/1e UX IPUMEHEHHs (HanpruMep, IPUEM BHICOKHX
J103 WK OJHOBpeMeHHbIH npreM Heckonbkux HIIBIT) (eM. pasaen «Bsaumooeiicmeue ¢ opyaumu
nekapcmeennvimu cpedcmeamu»). Y BUY MHOUUMPOBAHHBIX MALMEHTOB ¢ (HAKTOpPaMU pUCKa
pasBuTHS AUCOYHKIMU TOYEK, COCTOSIHME KOTOPBIX OCTAaBAIOCh CTAOMJIBHBIM TP TEparvu
TeHO(DOBUPA AUZONPOKCHIOM, COOOIIATHCH ClIydau OCTPOH NMOYEYHOH HEJ0CTaTOYHOCTH MOC/Ie
Hauyana npuema BbICOKMX 103 WM Heckonpkux HIIBIL CocrtosHue HEKOTOPBHIX MalMEHTOB

TpeOOBATO FOCHMTAIM3AIMN H 3aMECTUTEIbHOH MOYEUHOH Tepanuu. Y MalHeHTOB C PUCKOM
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BO3HUKHOBEHHS JUCHYHKIMU MOYEK NMPU HEOOXOAMMOCTH CIeTyeT PacCMOTPETh AIbTEPHATHBAI
npumerenuro HIIBIT

[TocrosiHHAS WK YCHITMBAKOLIASACS 0OIb B KOCTSX, 00/1b B KOHEYHOCTSIX, MepeIoMbl H/Uiu 001b B
MBILIIAX WK C1a00CTh MOTYT SBJISTHCS CHMITOMAMHU MPOKCUMATBHOM MOUeUHOH Ty Oy 1onaTuu u
TpeOyIOT OLEHKY (QYHKLMH MOYEK y MALMEHTOB U3 IPYTIIbl PUCKA.

Pexomenayercst onenuBarh pacuerHbli KK y Bcex manueHTOB 10 Havajla TEpalnuu U Kak
TpeOyercs KIMHUYECKH B XoJe Tepanmuu mnpenaparoM Jleactpuro. ¥V mauyeHTOB € PHUCKOM
JMCHYHKIMM TMOYeK, BKJIKOYAs MAlMeHTOB, Y KOTOPBIX BO Bpems Tepanuu anedoBup
JUITHBOKCHIIOM YK€ OTMEUATHUCh MOJAO0OHBIE SBISHUS, PEKOMEHJOBAHO OLIEHMBATH PaCUETHBIH
KK, ceBopoTounsblii pochop, rioko3y B Moue H 0e10K B MOYe 0 Hauajaa TepaIriy Mpenaparom
Jlencrpuro, cieayer OueHHTh He0OX0 UMOCTh 00/1ee YacTOro MOHHTOPHHTA (PyHKILIMH MOYEK BO
BpeMsi Tepanuu npenaparoM JeacTpuro B COOTBETCTBHU C MEAULIMHCKHM COCTOSIHUEM TALMEHTa.
JlamuByiMH U TeHO(OBHpPA AU3OMPOKCUIT B OCHOBHOM BBIBOJATCs moukamu. Ilpuem npemapara
Jlencrpuro cieayer npekparuthb, eciu pacuetHbiit KK omyckaercs Hike 50 Mi1/MUH, B CBSI3H C
TEM, 4YTO HEOOXOAMMOE H3MEHEHHE peXuMa I03MpPOBAHUS JaMUBYIMHA M TeHO(oBHpa
JM30IMPOKCHIIA HEBO3MOKHO JOCTHIHYTh ITPU TEPANUH MPEenapaToM, COCTOSIIMM U3 KOMOMHAIMH
¢$ukcupoBaHHbIX 103 (M. pasaen «Cnocod npumenenus u 003l »).

Ilomepa KocmHOI MKAHU U HAPYIMEHUA MUHEPAIU3 AL

Munepanvras nnomrnocme KOCmMHOU MKAHU

B ximHuueckux wucciaenoBaHusx y BHUY-1 uHQUUMPOBAHHBIX B3pOCIBIX IMALHEHTOB TMPHEM
TeHOOBHpa AN3OMPOKCHIA COMPOBOXKJAICS 3HAUMTEIbHBIM CHIXKEHHEM MHHEPAIbHOM
MI0THOCTH KOCTHOM Tkauu (MITKT) u moBbiieHHeM YpPOBHS OHOXMMHMYECKHMX MAapKepOB
MeTab0aM3Ma KOCTEH, YTO CBHAETEILCTBYET O TOM, YTO OH YCWIMBAeT MeTabonu3M KOCTHOH
TKaHH OTHOCHTENBHO MpenaparoB cpaBHeHHs.. CbIBOPOTOYHAS KOHLEHTPALMs MapaTHPEOHIHOTO
ropMoHa M KOHUeHTpauus |,25-guruapokcuButamMuHa D ObuiM Takke BbILIE Y MALMEHTOB,
MOJy4yaBIIMX TEeHO(POBHpa AM30MPOKCHI. B Ipyrux wuccaeaoBaHusX (MPOCHEKTHUBHBIX M
nonepeunsix) Hanbosee BoipakenHoe cHmkeHne MITKT coofimanocs y nanueHToB, MoTy YaBuiuX
TeHO(OBHMpPA AM3OMPOKCHI KaK YacTh CXEMbl TEpaliu, COAepXKallel yCHICHHbIH HHrHOMTOp
npoTeasbl.

HapynieHus co CTOpPOHbI KOCTHOM TKaHM (MHOTJa CHOCOOCTBYIOMIME MEperoMaM) MOryT ObITh
CBSI3aHBI C MPOKCHMAILHOMN 1OYeyHoMH Ty Oy tonaTheii.

BiusiHHe acCOLMMPOBAHHBIX ¢ mpueMoM TeHodosupa amsonpokcuia usmenenud MITKT u
OUOXMMHMYECKHX MApPKEepPOB HA J0JTOCPOYHOE COCTOSHHE 3J0POBbsS KOCTEH U PHUCK MEPETOMOB B
Oyaymem nemssectHo. Caexyer mpexycmorpers ouenky MITKT y BHUY unuumpoBanHHbIX

B3pOCJIbIX TTAMEHTOB C MAaTOJOIrHYECKHUM IIEPEIOMOM KOCTEH B aHAMHE3e WIH APYruMu
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dakTopamu prcka 0CTEONOpO3a WK MOTEPH KOCTHON TKAHH. XOTs BJIMSHHE MPUEMa KaTbLHs U
BuTamMuHa D He u3yvanoch, JaHHbIH BUJ IOJAEP/KUBAIOIIEH Teparuy MOKET ObITh MMOIE3HBIM 15
BCEX MalMeHTOB. Ecin 0XkuaaroTcs HapyLeHusi CO CTOPOHbI KOCTHOM TKaHH, CIEIYET MOTY4UTh
COOTBETCTBYIOIIY IO KOHCYIbTALHMIO.

Hapywenua munepanusayuu

Coolmanuce cryyau OCTEOMAISILINM, CBS3AHHOI € MPOKCUMATBHOM KaHAIBLEBOU Ty Oy 10maTuei,
NPOSIBASIONIENCS Kak 00db B KOCTSIX WIH KOHEYHOCTSX M CIOCOOCTBYIOMIEH BO3HUKHOBEHHIO
NIePEIOMOB, CBSI3aHHBIE C IPHEMOM TEHO(POBUPA IU30MPOKCUIa. ApTpairus u 00ib win ¢1abocTh
B MBIIIIAX, TaKke COOOIATUCh NMPH MPOKCHMATIbHOH KaHanbleBoil TyOynomaruu. Craexyer
NPOBEPUTh NpPU3HAKH TUnopochareMud M OCTEOMATSILIMH, BTOPHYHBIE MO OTHOLICHHIO K
NPOKCHMATBHOH KaHanbleBoi TyOyj10maTiu, y MAlMEHTOB C PUCKOM HApyIIeHHs QyHKIHH
MOYEK, Y KOTOPLIX BO BpPeMs TE€paluy MpernaparamMu, COAepKaluMMu TeHO(POBUpPa TU30MPOKCUI,
OTMEYAIOTCsl CTOMKUE MM Y CHIHBAIOIIMECS] CHMIITOMBI CO CTOPOHBI MBIIILL M KOCTEH (CM. pas3zaen
«Ocobvie yKasanus »).

Cosmecmublii npuem ¢ Opy2umMil RPOMUEOBUDYCHBIMIL HPERADAMAMU

IIpenapar Jleactpuro He cieayer NMPUHUMATh OJHOBPEMEHHO C JAPYTMMH JIEKapCTBEHHBIMHU
npenaparamMM, COJCpXKAIMMM JAaMMBYJIUH, WIH [pernaparaMy, COAepKallMMHu TeHodoBHpa
JAU30MpoKcHa, TeHopoBupa amapenamma win  agedosupa aunmuBOKCHA  (CM.  pasaen
«Bzaumooeticmeue ¢ Opy2umiu 1eKapCmeeHHbIMU CPeOCMEAMUY).

IIpenapar Jleacrpuro He cieayeT NPpUHUMATh OHOBPEMEHHO C JOPABHPHHOM, 3a HCKIIOUEHHEM
CllyyaeB, KOrja HeoOXoauMa Koppekuust 103bl (Harmpumep, ¢ pudalOytHHOM) (CM. pasaessl
«Cnocob npumenenus u 003vl» U «B3aumooeticmsue ¢ Opy2uMuU 1eKAPCMEEHHBIMU CPEOCTBAMUY).

Hcnonvzoeanue ¢ unoykmopanu CYP3A

Craenyer cobaroaarh OCTOPOXKHOCTH NMpPHM Ha3HAuYe€HUM mnpenapara JIeacTpuro COBMECTHO C
JIeKapCTBEHHBIMH MpenapaTaMi, KOTOPbIE MOTYT YMEHbINATh SKCIO3MLHUIO AOpaBUpUHA (CM.
pazmensl  «C  ocmopoxcHocmbloy W «Bzaumooeiicmeue ¢ Opy2umu  1eKAPCMEEHHbIMU
cpeocmeamuy).

Cunopom 60ccmanos/1eHUA UMMYHUmemd

CuUHAPOM BOCCTaHOBJIGHHMS HMMMYHHMTETa OBLT OMMCAH YV  MALUMEHTOB, IOJyYaBLIMX
KOMOMHHPOBAHHYIO  QHTHPETPOBHUPYCHYIO  Tepammioo. Bo  Bpemss  HayanbHO  (asbl
KOMOHHUPOBAHHOI'O AHTHPETPOBUPYCHOIO JICUYCHHSI y TMALUEHTOB C OTBETOM CO CTOPOHBI
MMMy HHOH CHCTEMBI MOXKET Pa3BUTHCS BOCIAIUTEIbHBIN OTBET Ha MEUIEHHO MPOrPECCUpY IOLIUE
WM OCTaTOYHBIE OMMOPTYHHCTHUeCKUe nHp ek (Takue kak undexims Mycobacterium avium,
LUMTOMErAIOBUPYC, THEBMOHHMSI, BbI3BaHHast Pneumocystis jirovecii (PCP) nim TyOepkyes), 4ro

MOXKET I'IOTpCGOBaTL JIOTIOJTHUTETBbHON OLIEHKH U JICUSHHUSI.
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Taioke coo0manoce, YTO B YCIOBHSIX BOCCTAHOBJIEHHS WMMYHHUTETa MOTYT pPa3BUBAThCS
ayTOUMMYHHbIe HapymieHus (Takue Kak, Oone3Hb ['peliBca, MOIMMHO3UT H CHHAPOM
['nitena-bappe), oqHaKo BpeMsi UX HACTYIUIEHHS IEPEMEHHO, U MOXKET IMPOU30HTU 4epe3 MHOIO
MECSILIEB I0C/Ie Havasla JeUeHHsL.

Jlakmosa

[Ipenapar Jleactpuro coaepxHt jakTo3el MOHoruapar. Ilpumenenue npenapara JleacTpuro
NPOTHBOMOKA3aHO  NPH  HEMEePeHOCUMOCTH  JIaKTO3bl,  AedULUTe  J1aKkTasbl  HIH

ITIOKO30-TATaKTO3HON ManbabcopOLuu.

BJIMAHUE HA CIIOCOBHOCTb YIIPABJIATH TPAHCIIOPTHBIMH
CPEACTBAMU, MEXAHU3MAMMU

[Tpenapar JIencTpuro MOXeT OKa3bIBaTh HE3HAUMTETLHOE BIUSHUE HA CIOCOOHOCTH YMPABISTh
TPAHCIIOPTHBIMU ~ CpeacTBaMu W paboratb ¢  MexaHumsmamu. [laumeHtoB  ciexyer
npouH(GOPMUPOBATE O TOM, YTO BO BpeMs jieueHusi npemaparom JleacTpuro coodmanoch o
MOBBIIIEHHOH YTOMIIIEMOCTH, TOJOBOKPYK€HHHM M COHIMBOCTH (cMm. paspen «Jllobounoe
oeticmeue»). ITO CIEAYET YUUTHIBATH TPH OLEHKE CHOCOOHOCTH TMAIMEHTa YIPaBIsTh

TPaHCIIOPTHBIMU CPEACTBAMHU U pa60TaTb C MEXaHU3MAaMH.

®OPMA BBIITYCKA

Tabnerku, NOKpbITHIE IUIEHOUHOI 000104K0H, 100 Mr + 300 mr + 245 wmr.

ITo 30 tabrerox BO (h1akOH M3 MOJMITHICHA BBICOKON IUIOTHOCTH, 3aNasHHBIA 3alIMTHOH
MeMOpaHOii U3 ATFOMHHUEBOM (OIBTH, 3aKPHITHII MOJIUIPONMIEHOBOH KPBIIKOH € YCTPOHCTBOM
NPOTHB BCKPBITHUSI JE€THMH M COJEpIKAlHii BJIaronoraomaronmi(ue) KoHreiHep(sl) ¢ 6T
CUJIMKArest.

ITo 1 pakoHy BMecTe C HHCTPYKLHMEH 1O MEIULIMHCKOMY MPUMEHEHHUIO B MAYKy KAPTOHHYIO.

YCJIOBUA XPAHEHUA
Xpauute npu Temneparype He Boiiie 25 °C B OpUrHHATBHOHN yTakoBke (BO (1akoHe).

XpaHUTh B HEAOCTYITHOM UISl IETEH MecTe.

CPOKTOJHOCTH
2 rona.

He ucnonp30BaTh Mo HCTEUEHUHU CpOKa roaHOCTH.

YCJIOBHUA OTITYCKA

OTmycKarT 1o peuenty.



INNPOU3BOJAUTEJIb

IIpousseneno:

MC/I UnTepuamnn I'm6X, Mpnanaus

MSD International GmbH, Kilsheelan, Clonmel, Co. Tipperary, Ireland
Bhinyckaomuai KOHTPOJIb KayecTBa:

Mepxk apn u {oym b.B., Huaepianas:

Merck Sharp & Dohme B.V., Waarderweg 39, Haarlem, 2031 BN, the Netherlands

BJIAJIEJIELL PETUCTPAIIUOHHOI'O YAOCTOBEPEHUA/OPI'AHU3ALLNA,
NMPUHUMAIOIIAA NPETEH3UU OT NNIOTPEBUTEJIEN

000 «MCJ1 ®apmacbOTHKATICH

ya. Tumypa ®@pynse, a. 11, cp. 1

r. Mockga, Poccust, 119021

Ten.: (495) 916-71-00

daxc: (495) 916-70-94
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