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MHHHUCTEPCTBO 3/IPABOOXPAHEHHS POCCHMCKOM ®EJIEP ALIMU

HHCTPYKLIMA
10 MEJTHLIMHCKOMY TMTPUMEHEHHIO JIEKAPCTBEHHOI'O IMTPEITAPATA
AEJCTPUTO

PETMCTPALIHOHHbII HOMEP: JIT1-005928
TOPIrOBOE HAUMEHOBAHHME: Jleactpuro

MEKJAYHAPOAHOE HEINMATEHTOBAHHOE, XHMHYECKOE HJIHN
'PYINIMHUPOBOYHOE HAMMEHOBAHHME: AOPABHPHH+IAMHBY AHH+TEHO(DOBHD '

JIEKAPCTBEHHAS ®OPMA: Tab1eTkH, MOKPLITBIE MIEHOUHOIT 060104KOi
COCTAB

I TabneTka, nokpeITas nieHOuHO# 060104KOM, COACPKUT:

Oeucmeyroujee  eeujecmeo:  popasupud  100,0 Mr, aavmyaus  300,0 Mr  u Tenodosupa
Ausonpokcina ¢pymapar  300,0 Mr  (9KBHBANEHTHO 245 Mr B nepecuere Ha TeHo(poBupa
JH30MPOKCHIT),

BCROMOZAMENbHBIE eeujecmea THNPOMENI03bI auerar CYKUMHAT, Le/LTI01032
MUKPOKPHCTATIHYECKANA, KPOCKAPMENI03a HATPHs, KPeMHHs AMOKCHA KOMLIOMIHBIN, MarHms
creapar, Hatpus creapuadymapar, rnuieHouHas o00104Ka (FMIPOMENTO3a, THTAHA THOKCHA,

JIAKTO3bI MOHOTHAPAT, TPHALETHH, KPACHTE/b JKE/1€3a OKCH/L JKeITBIIT), BOCK KapHay OCKHii.
OINHCAHHE

OBaiibHBIR ABOSAKOBBIIY KJIbIE TabneTku Kenroro LBeTa, C rpamipoakoﬁ JOroTHNa KOMITAHHH

(rpaduuecknii cumpoa) i «776» Ha 01HOI CTOPOHE M I1aIKHe HA APYTOiL.
DPAPMAKOTEPAINIEBTHYECKAS I'PYIIIA

[Tporusosupycuoe (BUY) cpeacrro.

KO/ ATX: JOSAR24.

PAPMAKOJIOTHYECKHE CBOICTBA

DapMaKOAHHAMHKA

Mexanusm oeticmeusn

Hopaeupun

Hopasupun npeacrasiaser coGoil MMPHAMHOHOBBI HEHYKIEO3H AHbIil HHrHOuTOp 0OpaTHOI

Tpanckpuntasel (HHHOT) BHY-1 1 unrubupyer penankaunio BUY-1 3a cuer HEKOHKY PEHTHOI' 0
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uHrnbuposanus odparxoit TpanckpunTassl (OT) BUY-1. [lopasupus He uHruGHPY €T KIETOUHbBIE
HOHK-nonnvepase! yenoseka o, ff u MuToxoHApHaibHy 0 JHK-nommmepasy v.

Jlanueyoun

JlamuBy 1uH  npeactaBaser coboif HYKI€O3MIHBNI aHanor. BHYTpH KIETOK J1aMHBYIHH
tdhochopuanpyercs 10 AKTHBHOIO merabonnTa 5" -rpudochara (1aMuBY IHH
Tpudocdar/3TC-Td). OcHoBHbIM Mexanu3MOM AeiicTBus 3TC-T® ssaserca unrubuposanne OT
nocpeacTeom paspeiBa uenu JJHK nocae BcrpanBanus HYKIEOTHIHOIO aHAIOra.

Tenoghosupa ousonporciu

Tenodosupa amszonmpoxcua npeacrasiasier co0oil auMKIMueckuil HykieosuaHbli (ocdonar
ananor monodochara azexosuna. Jlim oOpasosanus TeHodosupa mudocdara Tpebyercs
NepBOHAUANBHLI  ruaponans  auwddupa TeHodosupa au3onpokcwaa a0 TeHopoOBHpa C
nocaeayromny  GochopiuanpoBannem kieTounsiMi  epmentamu.  Tewodosupa audocdar
uurnbupyer aktusHocts OT BHY-1, koHKYpHpYs ¢ npupoaHbiM cyOCTpPaTOM 1€0KCHAAEHO3HH
5"-rpudocharom, nocpeacreom paspeia uenn JAHK nocne serpausanns 8 JIHK. Tenodosnpa
andochar asasercs caabeiv uurnduropom JIHK-noammepasel ¢, [ MISKONMTAOUIMX M
smutoxonapuaistoil JIHK-nosnmepase: v.

Ilpomueosupycrnan akmiueHoOCb 8 K1EMOYHOI Kyibimype

Hopasupun

Hopasupun  aemonctpuposat 3nauenme ECso 12,0 =44 umoas/n npotue 1abopaTopHbIX
wrammos BHY-1 auxoro tuna npu tectuposanun B npucytctBun 100% ChIBOPOTKH 310POBOr0
4e0BEeKa C HCMob30BaHueM penoprepHbix kKietok MT4-GFP. [lopaupuH mpoaeMOHCTPHPOBA
MPOTHBOBHPY CHY KO AKTHBHOCTL MPOTHB LUHPOKOIl rpy nibl nepsuuHbx n3onstos BUY-1 (A, Al,
AE., AG, B, BF, C. D, G, H) co sunavenusimu ECso or 1.2 mmons/n a0 10,0 HMmoab/1
INpoTuBOBHpYCHAS AKTMBHOCTH JOPABMPHHA He ObL1a AHTArOHMCTHYECKOI MPH COBMECTHOM
MPHMEHEHHH C JaMHBY IHHOM H TeHO(HOBHPA AH30MPOKCHIOM,

Jlastueyoun

[lpoTHBOBHpYCHAS AKTHBHOCTH JaMHBYJAHMHA B oTHoweHun BHY-1  ouenusanacs ¢
HCMOABL30BAHHEM HECKOJIbKHX KISTOMHBIX JIMHMIL, BKJTIOUAS MOHOLMTBI M MOHOHYKJIEapHbIe
kierkn nepudepuyeckoii kposu (MKIIK), cranaaprupiMu TeCTaMu Ha YYBCTBHTEIBHOCTD.
3nauenns ECso naxoauance B auanaszone ot 0,003 10 15 mxmoan/a (1 mxmonas/n = 0,23 ymkr/a).
Meauannsle 3Havenuss ECso aammBvanHa coctaBuam 60 Hmoaw/n (amanason ot 20 10
70 umoaw/n), 35 amonw/a (auanazon ot 30 a0 40 umoaw/a), 30 umons/n (auamaszon ot 20 10
90 Hmoaw/a), 20 Hmons/1 (auanaszou ot 3 10 40 HMoaw/1), 30 HMoab/1 (aManaszoH ot 1 10 60 HM),
30 umoaw/s1 (auanazon ot 20 go 70 umoawb/n), 30 Hmonw/a (amanazon or 3 10 70 HMoas/1) u

30 umonw/a (ananazon ot 20 10 90 umoas/n) nporus BUY-1 noarunos A-G 1 BHpYCOB rpy bl
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O (n =3 3a uckmoyennem n =2 a1s noaruna B) cOOTBETCTBEHHO. PuGasupun (50 Mrmos/1),
HCMIOAB3YeMblil 1151 J1eYeHMs XPOHHYECKOro BHpYcHOro remaruta C. CHIDKAeT aKTHBHOCTH
Jamusy anHa nporus BUY-1 B k1erkax MT-4 B 3,5 pasa.

Tenoghosupa ouszonporcun

[IpoTuBoBHpYCHAY AKTHBHOCTL TEHO(OBHPA B OTHOLICHMM 1a00paTopHBIX W KIHHHYECKHX
usoasros BHY-1 ouenusanace na T-1uMQPOGAACTOMAHBIN KIETOMHBIX THHHSX, NepPBHYHBIX
MOHOUMTAX/KIeTKAX Makpodaros n ammdounrax nepudepuueckoii kposn. 3uauenns ECso a1s
TeHOpOBHpPa Haxomwmick B auanasode  0.04-8.5 Mkmoab/1. TenodoBup mnpossaser
MPOTHBOBHPY CHYI0 AKTHBHOCTD B KIETOUHOI KyabType npotus BUY-1 noarunos A, B, C, 5 E.
F, G u O (ananason 3uauenuii ECso ot 0,5 10 2.2 MkM0b/1).

Pezucmenmuocms

B kremounoii kviem vpe
Hopasupun

Pesuctenthbie K aopaBupuny wrammbl ObUIH OTOGPAHBI B KISTOUHOI KVJIbTYpE, HaUHHAsA C
BHY-1 aukoro THna pasiMUHOro NPOMCXOXKAEHHS M MOATHIOB, 4 TAKKE Pe3HCTEHTHOro K
HHHOT BHY-1. HabGmoaasiumecs BOZHMKIIME AMHHOKHMCIOTHBIE 3aMeHbI B oOpartHoii
Tpanckpunrase (OT) smouann: V106A, VI106M, V1061, V1081, F227L. F227C, F227V. H221Y.
M2301, L2341, P236L 1 Y318F. B ucc1ea0BaHusx in vitro He GbLIH BbISBISHB! HAHOOIEE HYACTO
erpeyaiomnecs HHHOT pesncrentubie mytawm (K103N, Y181C). MyTtauns V106A (nopsiok
KPaTHOCTH PE3UCTEHTHOCTH 0KOI0 19) nosBHIach B Ka4eCTBe HAYATHLHOI 3aMEHBbl B MOITHIE
Bupyca B, VI06A wan M - B noarunax A u C. Briocieacrsun smyTtauun F227 (L/C/V) uau L2341
BOJHHKIH B 10moaneHne k samede V106 (apoiiHble MyTaumn, npuBoAsiMe K KpaTHOCTH
pesucreHTHOCTH > 100).

% Jlaxueyoun
PesucrentHble K davMuByauHy wramMysl BHY-1 Gblin BoigeteHs! B K1eTOMHOI KVIbTYpE H Y
NALUHEHTOB, MPHHUMABILNX JAMHBY AHH. [€HOTHNHYECKHIT aHATH3 NOKA3A1, YTO PE3MCTEHTHOCTD
BO3HHIKIA H3-3a crieu puueckoii aMiHHOKHCI0THOI 3amensl B OT BHY-1 B koxone 184 ¢ 3amenoii
METHOHHHA Ha H30JeHuH i Baind (M184V/1).
Tenohosupa ousonporcii
H3oaster BUY-1, Beiaeaennsie no tenodosupy, skcnpeccuposann sameny K65R 8 OT BUY-1,
215 HUX OBLTO NOKA3aHO 2-4 KPaTHOE CHUKEHHE 4y BCTBHTEIBHOCTH K TeHodoBHpy. Kpome Toro,
sameda K70E 8 OT BHY-1, Bbiaeiennbie no TeHo(oBHpPY, MPHBOAMIA K HE3HAUHTEILHOMY
CHIDKEHHIO 4y BCTBHTEIBHOCTH K a0akaBupy, IMTPHUMTAOHHY, TAMHBY AMHY M TEHODOBHPY .

B kaunuveckux uccaeoosanusx

Tepanus e3pocabix nayuenmos, panee ne NOAVMGBUX NeveHUs
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Jopaeupun

Kannnueckne uccaenosanus 3 paser DRIVE-FORWARD u DRIVE-AHEAD skmiouatn pasee
HE M0y YaBLUKX JIeHeHUs nauuenTos (n = 747), caeavioume mytauun 3amenst HHHOT sigastince
Kputepuamu uckmodenus: L100L, KI101E, KI101P, KI103N, K103S, V106A, V106, V106M.
V1081, E138A, E138G, E138K, E138Q, E138R, V179L, Y181C, Y1811, Y181V, Y188C, Y1 88H,
Y188L, G190A, G190S, H221Y, L2341, M230I, M230L, P225H, F227C, F227L, F227V.
Creayowas pesuctentHocTs de novo Habmoaatack B cyGnonyasumm 18 aHatHza
pesucrenTHocTH (naumentel ¢ PHK BHY-1 Goaee 400 kommii/Ma npu  BHpYCOI0rHUECKOi
HeI(HEKTHBHOCTH WIH NPH AOCPOUHOM MPEKPAIEHHH YUACTHS B HCCASIOBAHHH C JAHHBIMH O
PE3HCTEHTHOCTH).

Tabamua 1. Passutue pesucreHTHOCTH K 96 Heaele B NONYISUMH  MALHEHTOB  C
BHPY CONOrHYECKOil HeIQPEKTUBHOCTDIO, ONpPe/IeeHHON NPOTOKOI0M, H MOMYIALHH MALHEHTOB,
JA0CPOYHO MPEKPATHBIIMX JIeUeHNe

DRIVE-FORWARD DRIVE-AHEAD
DOR* | DRV* 1+ | hOR/TDF/ATC | EFV/TDF/FTC
HHOT HHOT* (364) (364)
(383) (383)
Hipowcaeso 15 I8 32 33
reHOTHIIHPOBAHHE, N
[enoTunuueckas
PEe3UCTEHTHOCTD K
DOR nin kKouTpoOB
(DRV wn EFV) 2 (DOR) 0(DRV) |8 (DOR) 14 (EFV)
HHUOT 2% 0 6 3
Toabko M1841/V 2 0 4 4
Toabko K65R 0 0 1 0
K65R + M1841/V 0 0 1 1
*HHOT (uykieosuansie nuruburopsl o6partHoii Tpanckpuntasel) B rpynne DOR: FTC/TDF
(333) nau ABC/3TC (50); HHOT B rpynne DRV+r: FTC/TDF (335) wan ABC/3TC (48).
**Maunentst moayuaau FTC/TDF.
DOR = gopasupiis; ABC = aBaxasup; FTC = amtpuumrabun; DRV = napyuasup;
_r = puronasup; 3TC = aavusyaun: TDF = renodosupa ansonpokcnna gymapar.

Bosuukiume B CBA3N C MPpHEMOM JOpaBHPHHA MYTALUHH PE3HCTCHTHOCTH B OT Braouanu OJHY
HIH HECKOAbKO M3 caeaviommx: A98G, V1061, VIO6A, VIO6M/T, YI88L. H221Y, P225H,
F227C, F227C/R u Y318Y/F.

Bipocavie nayuenmul ¢ 6upycono2uneckoii cynpeccuetl

B uccrenosanne DRIVE-SHIFT Obian BIUTIOUEHBI NALHEHTH ¢ BHPYCOTOTHUECKOI cynpeccueii
(N=670) 6e3 cyuaes He3pHeKTHBHOrO JeueHNs B aHaMHe3e. JJOKy MEHTAIbHO MOATBEPIKICHHOE
OTCYTCTBHE TNEHOTHITHYECKOH PE3HCTEeHTHOCTH (10 Havana NepBoil TepamiM) K JA0PaBHPHHY,
JAMHUBY IMHY M TeHO(QOBHPY ObUIO YaCTLIO KPUTEPHEB BKIKOUEHHS MAUHEHTOB, KOTOpPble ObLTH

NEPEBCACHBI CO CXeMbl JICYEHHS HA OCHOBE HHI‘I—IﬁHTOpOB npoTreasbl HIIH HHFHﬁHTO{JOB HHTErpasbl.

L]
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Mytauun  samenst HHHOT, spaspumecs KPHTEPHSAMH  HCKTIOYEHHS, COOTBETCTBYIOT
fepetncientbimM oiue (DRIVE-FORWARD u DRIVE-AHEAD) 3a muckiiouennem My TaLHii
samed B OT KI03N. GI90A u YISIC (mpussiterx: 8 DRIVE-SHIFT). Jloxy MeHTaTLHO
MOATBEPAKACHHAN r€HOTHITHYECKAs PE3HCTEHTHOCT Nepe/l HAYAT0M JeUYeHHs He TpeboBaiack 115
MALMEHTOB, KOTOPbIEe ObL1H NepeBeaeHbl CO CXeMbI eueHus Ha ochose HHHOT.

B kamnuueckom uccaenosaninn DRIVE-SHIFT Y NAUHCHTOB HE Pa3BN/IACH FEHOTHJIMYECKAs M
(enoTunmyeckas pesucTeHTHOCTD K AOPABHPHHY, TAMUBYAMHY H/IH TeHO(GOBHPA AM3ONPOKCHIY
B TEUCHHE MepBbIX 48 Heaenb (HementeHHblil nepexon, N=447) uin 24 HeeIb (OTCPOYEHHbBIH
nepexon, N=209) tepanun npenaparom Heacrpuro. V oamoro naumenra PasBUIACE MYTaLMS
OT MI184M/I u penorummueckas PEHCTEHTHOCTL K JIAMHBY IHHY H TeHO(OBHPA AM30MPOKCITY
BO BPeMsi JICYCHHS COTIACHO HCXOAHOMY pexnMmy. Hu y oanoro ns 24 namentos (11 B rpyone
HEMELTCHHOro mepexona, 13 B rpynne OTCPOYEHHOrO MEPExoaa) ¢ MCXOAHBIMH MY TaLHsMH
HHHUOT (OTKI03N, GI9A wum Y I81C) ne mwabmoaatocs BupyconOruueckoii
HeIPPEKTHBHOCTH B TeueHne 48 HeaeTb HIAH HA MOMEHT NPEKpaLeHHs TeYSHHS .
llepexpecmuasn pesucmenmnocms

He OGbi10  nokasamo 3waunmmoii  nepekpectoii PE3UCTEHTHOCTH  MEXIY  A0PaBHpPHH-
PesuCTenTHbIMI wramvami BUY-1 u nasusy mom/syrpuunrabusom win TeHOo(OBHPOM, WK
MEKIY TAMHBY IMH- HJIH TeHO(OBHP-PE3HCTEHTHBIMH ITAMMAMH H JOPABHPHHOM.

Hopasupun

JlopaBupuH OLEHHBAIH Y OrPAHHYEHHOrO unCaa naunentos ¢ HHHOT pesucrentHocTbio
(KIO3N n=7, G190A n=1); y Bcex naumentoB Habmoaatack cynpeccus Bupyca ao <40
xonuit/Mn Ha Henene 48, TMoporosas Touka CHikeHus UYBCTBHTEIBHOCTH B pe3yibTare
pasauunblx HHHOT-3amen, koTopas cBA3aHa CO CHIDKEHMEM KIHHHYECKOi appexTuBHOCTH,
VCTaHOB1eHA He ObLia.

Jlaboparopusie wrramvbl BUY-1, Hecylume 4YacThie CBS3aHHbe ¢ HHHOT mytaumuu 3amens
K103N, Y181C wm KI03N/Y181C 8 OT, XApAKTEPU3YOTCS CHHKEHUEM YYBCTBHTEIBHOCTH K
AOPABHPHHY MEHEe 4eM B 3 pasa nmo CPaBHEHHIO C BHPYCOM AMKOrQ THIa NpH OLEHKE B
npucyTcTeik 100% cblBOpPOTKH 310p0BOro ueaoBeka B MCCIeI0BARMSX in Vitro J0paBHPHH ObL1
cnocoden nHruGHpoBaTh creaylomue casannbie ¢ HHUOT 3amensr: smytauun K103N, Y181C,
G190A u E138K B KIHHHYECKH 3HAUMMBIX KOHLIGHTPALIHSIX.

Ilepeuens u3 96 pasaMuHBIX KIMHHYECKHX H30/1STOB. coaepikamux cpsasanusle ¢ HHHOT
MyTauus, ObUl M3YUeH B OTHOLIGHMHM 4yBCTBHTEIBHOCTH K AOPaBHPUHY B npucyTCTBHH 10%
(eranbhoit Gbrubeil cwiBoporkn. Kanumueckue H307ATBI, coaepxkamme 3ameny YI88L wam
samenbl V106 B komGunaumn ¢ A98G, H221Y, P225H. F227C i Y318F. xapakrepuzosamice

CHIDKCHHEM YYBCTBHTEIBHOCTH K 10paBHPHHY Gonee yem B 100 pas.
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Hpyrue 3amessl XapaktepusoBainch 5-10 KpaTHbIM CHIDKeHHeM 4vyBcTBHUTEabHOCTH (G190S
(3.7), KI103N/P225H (7.9), VI08I/YI81C (6,9), Y181V (5,1)). Kiaunuueckas 3HAUMMOCTb
CHHIKEHHs YVBCTBHTEIBHOCTH B 5—10 pa3 Hen3BecTHa. ‘

BosHukume mocae Havata JedeHHs MYTAUMH, CBA3AHHBIE ¢ PE3HCTEHTHOCTBIO K JOPABHPHHY,
MOTYT  OOyCIaBIMBaTh MEPEKPECTHYIO PE3UCTEHTHOCT K 3(aBMPEH3y, PHIMHBHPHHY,
HEBHPANUHY U 3TpaBupHHY. B 0Ga3oBbIX HCCACA0BAHUSX U3 7 MAUMEHTOB, Y KOTOPBIX Pa3BHJIACh
BbICOKAsi CTEMeHb PE3HCTEHTHOCTH K J0PaBHPHHY, Y O naumeHToB ObL1a (eHoTHNMHYEcKas
PE3HCTEHTHOCTD K 3(aBUPEH3Y H HEBHPAMNHY, Y 3 NAUHEHTOB — K PIINMBHPHHY, H Y 2 NALMEHTOB
ObL1a YaCTHYHAS PE3NCTEHTHOCTh K 3TPABUPHHY HA OCHOBaHMM aHatnsa Phenosense komnaxnu
Monogram (Monogram Phenosense).

Jlamueyoun

Cpean HHUOT nabmioaanack nepekpectHasl pe3sdcTeHTHOCTh. 3amena MI84l/V, cesasaHHas c

PE3UCTEHTHOCTLIO K JAMHBYAHHY. BbI3bIBAET PE3HCTEHTHOCTb K IMTpHuMTabuHy. Jlamusy auH
pesucrenTHbie BUY-1 MyTanThl Takke 00121201 nepekpecTHOI Pe3HCTEHTHOCTBIO K M IAHO3HHY
(ddl). Y HexkOTOpBLIX NAUMEHTOB, KOTOPbIE MOAVYAIH 3MAOBYIMH W AHIAHO3MH, Pa3BHIHChH
M30:14Thl, PE3HCTEHTHBIE KO MHOrUM HurinOuTopam OT, BKIIOYAs TaMHBY AHH.

Tenoghoeupa ouzonporcua

Cpean HHOT wabmozazack nepekpectHas pesHcTeHTHOCTh, 3amena K65R s OT BHUY-1.
BbLICICHHAA MO TeHO(OBHPY, Takke BbLAeAeHA y HekoTopbix BHY-1-unduunpoBanHbx
NalMEeNTOoB, Noayuasux adakasup wau auaaHosnH. Msonstsl ¢ samenoil K65R 8 BUU-1 Taioke
TN0KA3a/TH CHIKEHHYIO 4YBCTBHTEIBHOCTE K IMTPHUMTAOMHY 1 JavuByauHy. Takum oGpasom,
nepexpectHas pesucreHTHocTh cpean HHOT moxker BOZHHKATE v MALHEHTOB, Y KOTOPBIX BHPYC

Hecet samedy K65R. 3amena K70E, k1nHHYeCKH BbLAEAEHHAS 1O TeHO(OBMPA AM30MPOKCHIY,

NPHBOAKT K CHIKEHHID YVBCTBHTEIBHOCTH K abakaBMpy, AMIAHO3HHY, 3MTPHLUHTAOHHY,
JavuByuHy M Tenogosupy. Hszoaster BUY-1 maumentoB (n=20), y KOTOPBLIX B CpeaHeM
IKCTIPECCHPYeTCs 3 3aMeHbl AMHHOKHCIIOTHI, CBH3AHHbBIE C PE3UCTEHTHOCTBIO K 3110ByauHy, B OT
BHY-1 (M41L, D67N, K70R, L210W, T2I5Y/F uan K219Q/E/N) nokazamy CHHKEHHE
4y BCTBUTEIBHOCTH K TeHodosupy B 3,1 pasa. ¥V maumeHTOB, BHPYC KOTOPBIX 3KCIpeccHpyer
sameny L74V OT Ges 3ameH, CBA3aHHLIX € YCTOIYHBOCTLIO K 3HI0BYANHY (n = 8), 0TMEUATOCH
CHIDKEHHE oTBeTa Ha TeHodoBupa ausonpokcis. OrpaHHuYeHHBIE JaHHBIE JOCTVIIHBLI IS
nauueHTos ¢ 3ameHamu Y115F (n=3), Q151M (n = 2) nan uncepuneii T69 (n = 4) 8 OT BHY-1,
V BCEX ¥ KOTOPBIX HA0/1101a71Cs CHIDKEHHBIIT OTBET B KIIMHHYECKHX HCCASI0BAHMSX.
DapMAKOKHHETHKA

ITocne npuema oaHokparHoil 103kl npenapara Jleactpuro 3a0possiMu go0posoasuasu (N = 24)

HATOIIAK OKCTIO3HIMS JIOPAaBHPHHA, JAMHMBYIMHA M TeHO(QOBHpa Obiia COMOCTaBHMA C
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Habmo1aeMoil mpu nmpuHeme no OTAeTBHOCTH TabneTku, coaepwauieii gopasupun (100 Mr),
TabaeTkn, coaepkameii navuByauH (300 Mr) u  TaGnerkm, cozepxameii Tenodosupa
Au30mpoKCH (245 mr). Ilpuem oauoii Tabaerky npenapara JIe1CTpUro 0HOBPEMEHHO ¢ nuLLeil
C BBICOKMM COJCpiKAHHEM JKHPOB 310POBbIMH J00POBOABLAMH NMPHBOIMI K VBeTuueHno Ca
JopaBupuHa Ha 26%, B TO Bpems Kak KoHueHTpaums B maasme (AUC) m MakcHMatbHas
KOHUEHTPAUMS (Cmax) 3HAUMTETBHO HE HIMEHWINCh. Crax JAMHBY IHHA CHH3MIACh HA J9% npu
OJHOBPEMEHHOM NpHEME C MHULIEH ¢ BBICOKHM COJAepKaHHeM KHpoB, B TO Bpems kak AUC
SHAYUTEILHO HEe H3MEHWIHCh. Cmax TeHO(OBHpa yMeHbiumaack Ha 12% npH 0OJHOBPEMEHHOM
npHeMe ¢ nHieii ¢ BLICOKHM COAeP/KAHHEM KHPOB, B TO Bpems kak AUC yeeanumiach Ha 27%.
Jlauupie pasanums B (papMaKOKHHETHKE HE SBISIOTCH KIHHHYECKH 3HAYHMBIMH |

Jopaeupun

DapMaKOKMHETHKA  JOpAaBMPHHA  HM3y¥a1ach Y 370pPOBBIX  J10OpOBOIBLEE M

BHY-1-nuduunposansbx nauuentos. MapMakoKHHETHKA 10PABUPHHA SBIAETCH CXOIHOI Y
310poBbIX 100poBoabues u BHY-1-unduumupoBaHHbx naunmeHTos. PaBHOBeCHOE COCTOSHHE
O0BIYHO 10CTHranoch KO BTOPOMY IHIO TPH MPHEME OAMH pa3 B CYTKH, ¢ Kod(HLEEeHTOM
Hakoriennst ot 1,2 1o 1.4 aas AUCo24, Cpax 1 Coy. DapMakOKMHETHUECKHE NMOKA3aTelH
AOpaBMPHHA B PABHOBECHOM COCTOSHMH nocie npuema B Jo03e 100 Mr oamH pas B CYTKH
BHY- 1-unuunpoBanHbMu MalHeHTaMH Ha OCHOBAHUH NonyasAUHOHHO-

(bapmaxommeruqecxoro AHATH3a NPHUBCACHBI HHIKE.

IMapamerp AUCo.24 Crmax C2
GM (%CV) MKMOJIB/JT * 4 MKMOJIB/21 HMOJIb/J1
Hopasupix
100 mr 37.8(29) 2,26 (19) 930 (63)
% OJIMH Pa3 B CYTKH
GM: cpeanee reomerpuueckoe 3uadenne; %CV: reomerpuuecknii koadduument papnaumn

Beacwisanue

Ipn nepopanibHOM mpHEeMe MaKCHMATbHBIC KOHUESHTPALUHH B [L1a3Me KPOBH JOCTUTAIOTCS Yepe3
2vaca nocae npuema. Beauumna aGcomioTHON GHOAOCTYNHOCTH JOpaBMpPHHA COCTABHIA
npumepHo 64% s Tabaerkn 100 wmr.

Pacnpeoeienue

Ha ocnosanun BHyTpHBeHHOro (B/B) BBEAEHHS MIHKPOA03bI 00bEM pacnpeaeneHus I0PaBHpHHA
cocraszsier 60,5 1. J[lopasupus cas3biBaeTCa ¢ GesikaMi M1a3Mbl KPOBH NpuBau3uTeabHo Ha 76%.
Memabonuzn

Ha ocHoBanuu JaHHBIX in Vifro 10paBupPHH NPEHMY IECTBEHHO METAO00IM3MPY eTCH MOCPEICTBOM

CYP3A.
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Buigeoenue
Hopasupun
Koneunbtit nepuoa noayssisenenus (T12) 10paBupuHa cocrasiser okoao 15 yacos. JlopaBupus
B OCHOBHOM 3.THMHHHPYETCH NOCPEACTBOM OKHCIMTEIBHOrO MeTaloaM3Ma, ONoCpeioBAHHOO
CYP3A. BeiBeaenne HeH3MEHEHHOrO MpPEnapara ¢ Kelubilo MOKET BHECTH BKIad B BbIBEICHHE
AOPABHPHHA, HO HE OXKHIACTCH, YTO ITOT MyTh BbIBeACHHA OyaeT 3HaunmTensubiv. Boisenenne
HEH3MEHEHHOT0 Nperapara ¢ MO40il He3HAYHTEIbHO.
Jartueyoun
[Mocae nepopaibHOro npHema JaMuByAHH ObICTPO abcopOupyercs M B 3HAUMTEIBLHOIl CTeneHH
pacnipexensiercs. [Tocie npuema MHOroKpaTHbIX 103 JamuByanHa 300 Mr OJMH pas B J€Hb B
Teyenue 7 ameil 60 310poBbiMu  100poBOAbUAMH Cmax B PaBHOBECHOM COCTOSHMH (Cumaxss)
% cocrasnaa 2,04 £ 0,54 mxr/ma (cpeanee + CO), a AUC B paBHOBECHOM COCTOSIHMH 3a 24 yaca
(AUC2a4) cocrasuna 8,87 £ 1,83 mkreuac/sun. CesisbiBaHUE ¢ GeIKAMH MIa3MbI SBISETCH HU3KHM.
[Mpubausnreasso 71% OT 103bI TAMHBY A1HHA, BBEJACHHOIO BHYTPHBEHHO, OOHAPY KMBACTCH B BHIS
HEH3MEHEeHHOro JAeKapCTBEHHOro mpenapata B Moue. MetaboansM sBASETCS HE3HAUHTEIbHBIM
MyTeM BbIBEACHHA. EMHCTBEHHBIMH HM3BECTHBIMH METADOANTAMH JaAMHMBYIHHA V ueloBeKa
ABASHOTCS TPaHC-Cy bPoKcHaHble MeTaboauThl (npuOAN3HTEIbHO 5% OT NepopaibHOil 103bi
uyepes 12uacos). B OoabumHcTBE MCC/ICAOBAHMIT TNpH mpueMe OJHOKPATHOH 103bl Y
BHY-1-uH@uunpoBaHHbIX MALUMEHTOB MK Y 310pPOBbIX 100poBO/bLEB HAOMIO1aeMblil CpeaHHil
nepuod noayssiseaenus (Tr2) mpu B3smiun oOpasiuoB CLIBOPOTKH B TeueHHe 24 4 nocie J03bi
BapeupoBat ot 5 10 7 4. ¥V BHY-1-unduumpoBansbx naumueHToB obLMil KIHPEHC COCTaBHI
398,5 + 69,1 ma/vmn (cpeanee = CO).

Tenoghoeupa ousonporcun

[locne  nepopaienoro  npuema  Haromak 245 mr  TenodoBHpa  IM30MPOKCHIA
BHY-1-unpuunposannbivi nauneHTaMn Cmax ObL1a Z0CTHIHYTA uepe3 oauH Yac. 3HaueHns Cuay
1 AUC cocrasuan 0,30 = 0,09 mxr/ma u 2,29 £ 0,69 MKrey/m1 cooTBeTCTBeHHO. BHoocTynHOCTL
TeHodosupa u3 TeHo(oBHpa IMIOMNPOKCHIA Y MALMEHTOB MOC/]IE NPHEMa HATOWAK COCTABMIA
npubnnsurensto 25%. Menee 0,7% TeHo(oBHpa CBA3BIBAECTCH € OEAKAMH I11a3Mbl UeIOBEKA iN
vitro B auanasode ot 0,01 o 25 mxr/ma. [MpubGansurensno 70-80% 03wl TeHodosupa,
BBEICHHOTO BHYTPHBEHHO, OOHAPYKHBASTCH B BHJE HEH3MEHEHHOrO IeKapCTBEHHOrO npenapara
B Moue uepes 72 yaca nocae BeeaeHus. TeHodoBup BIBOANTCH MyTeM KoMOHHALMK KTy 50uKoBOil
dbuabTpalHKH 1 AKTHBHOIN KAHAILUEBOI CeKPELHH C MOYeUHbIM KaupeHcoM 243.5 + 33,3 aa/Mun
(cpeannit = CO) vy m3pocawix ¢ kanpeHcom kpearnnuna (KK) Gosee 80 si/mun. Iocae

MEPOPAILHOIO MPHEMa KOHeUHbI NepHo NnojayBbiBeAeHHS TeHO()OBHPA COCTABAAET NPHMEPHO
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oTr 12 a0 18uacos. B wuccienoBanusx i vitro 6110 YCTAQHOBJIEHO, YTO HH TeHO(pOBHpa
AM30NPOKCH.T, HH TeHOYOBHP He ABAsIOTCA cyOeTparamu depmentos CYP450).

Hapywenue ¢pynruyuu nowex

JHopaeupun

BhiBesienne 10paBHpHHA MOYKAMH HE3HAUHTETLHO: 0KO10 6% BBOIMMOI 10351 OOHapyKHBaETCH
B HEH3IMEHHOM BHIE B MOue B uccre1oBawum npu cpasHeHMH Yy 8 NaumeHToB © TsuKe10il
CTeneHblo Hapymenus (QyHkumn nouek u 8 maumentos Ges HapymeHus byHKuUMH nouek
IKCMO3HLHA OAHOKPATHOMH 103kl 10paBupHHa Obl1a Ha 31% BblWe Y MALMEHTOB C THAKEIOM
CTeNeHpI0 Hapyuwlenns QyHKuun nouek. B monyisunoHHO-papMakoKHHeTHYECKOM aHatmse,
Bicniouasuem nauuentoB ¢ KK mexay 17 n 317 ma/Mun, noueunas QvHKuMs He OKasbiBata
KJIHHHYRCKH 3HAYMMOr0 BIMAHMSA HA (apMAKOKHMHETHKY 1opasupuHa. Koppekumsi 1031 v
NAUMEHTOB € JIErKOH, CPelHeil WM TSKeNOH CTeneHbio HapyweHus (VHKUMH MOYeK He
tpebyercs. JIOpaBMpHH He W3yyalcs Y NALMEHTOB ¢ TEPMHHATBHOIT cTagmell moueuHoil
HEI0CTATOUHOCTH HJIM Y NALHEHTOB, HAXOASIIMXCS Ha auamise (cM. pasaen «Cnocod npusenenus
i 00361 5).

Jasueyoun

B uccnenosanusx namMusy anHa 6u110 nokasaxo, yro seanunna AUC nosbiuaercs V MALHEHTOB C
Hapy weHHeM QyHKUNH NOYeK H3-3a CHIDKEHNS KMpeHca. OCHOBBIBASCH HA AAHHBIX, 0Ty YEHHBIX
AT aMHBYAMHA, npenapar  JIeACTPHrO NPOTHBOMOKA3AH MALUMEHTAM C  PacueTHbIM
KK <50 ma/mun.

Tenoghosupa ousonpoxcua

DapmakoKHHETHYECKHE MapaMeTpbl TeHOPOBHpa Onpenensin mocie OJHOKPaTHOro mnpueMa
245 mr Tenodosupa ausonpokcuia 40 B3pOCIbIM BHUY-HenHpuuMpoBaHHLIM naunesTam ¢
PA3TH4HOI CTENEHbIO HAPY IIeHHs (YHKLHH NOYEK, ONPEIeTeHHON 1o ucxoaHomy sHavenuo KK
(nopmanbHas dyukums nouek npn KK >80 st/mMun, nerkoe napywenue npu KK = 50-79 »a/yun,
cpeanee npu KK =30-49 ma/mun u mokenoe npu KK = 10-29 ma/sun). Tlo CPAaBHEHHID C
NauueHTaMi ¢ HOpMATbHOH (yHKuMel nouek, cpeamssi (koadpduument papnammn B %)
3kcnosuims TeHoposupa Bospacraer ¢ 2185 (12%) ur-w/ma v cvBuextos ¢ KK > 80 wa/vun 10
3064 (30%) ur-w/mn, 6009 (42%) Hr-u/ma u 15985 (45%) Hr*w/M1 vV DAUMEHTOB C Jerkm,
CPEAHNM H THAKEIbIM HAPYLIEHHEeM (PYHKLIMH MMOUYEK COOTBETCTBEHHO.

DapMaKOKHHETHKA TEHODOBHPA y B3IPOCIbIX MAUHEHTOB, He HAXOMAUIMXCH HA FeMOIMATHIC, C
KK <10 M¥/MHH ¥ y MAUHeHTOB ¢ TePMHHAIBHON cTaauell MOYuevHOI HEJ10CTaTOYHOCTH,

HAXOALIMXCH HA IEPHTOHEATBHOM H JPYTIHX t})op.\xax AHATH3A, HE HCCIEe10BA1ACk.

9




JIT1-005928-051120

Hapywenue gpynxyuu nevenn

Hopasupun

JopaBupuH B OCHOBHOM MeTabOIM3MPYETCH M BBIBOJMTCH MeueHblo. He oTMeueHO KIHHHYECKH
JHAYMMBIX pasanuuii B GapMakoKMHETHKE JAOPABHPHHA B HCCJAEAOBAHMM MPH CPABHEHMH Y
8 mauneHToB cO cpeaHeil crenenpio Hapywenus GpyHkuun neuyern (Knace B no Yaitna-ITso B
OCHOBHOM 3a CHET YBEJIHYEHHUS BbIPAKEHHOCTH dHUedanonaTuu M acuuta) u 8 nauneHtos Ge3
Hapywenus QyHkumnn nevenn. Koppekuns 10361 Y NAUMEHTOB C JErkoii WM cpeaHeil cTeneHbio
HapyweHus GyHKunn nevenn e tpebyercs. JIopaBHPHH He H3VYAICA Y MALMEHTOB C THAXeE0i
creneHplo Hapywenus ¢yukumn neyenn (Knace C no Yaitaa-ITeio) (em. paszen «Crnocod
APUMEHEHUA U DOZbLY),

Jlamueyoun

DapMaKOKHHETHYECKHE CBOICTBA JAMMBYAMHA M3YYAIHCh V MALUMEHTOB C HAPYLICHHAMH

(yHKUHK neueHH OT cpeneil 10 THKeT0i cTeneHH TsokecTH. PapMaKOKHHETHUYECKHE MapaMeTpbl
HE MEHSINCh CO CHIDKeHHeM (QyHKuuu neveHn. besonacHocTs u 3 QeKTHBHOCT 1aMHBY THHA
PH AEKOMITEHCHPOBAHHBIX 3a00/1eBAHHSX MMEUEHH HE H3VYaIach.

Tenoghosupa ousonporcun

dapmakokuHeTHKyY TeHoosupa nocae npuema 245 mr TeHodoOBHPA AMZONPOKCHIA H3YHATH Y
MALHEHTOB € HAPYIIEHHAMH (DYHKUHH TEUEHH OT CpeAHeil A0 THKENOil CTENeHH THKECTH.
Kaunuveckn 3HaumMmbix  pasamuuii B (apMAKOKMHETHKE TEHO(GOBMpPA YV NALHEHTOB C
HapyumeHnsMu GYHKIMH NEYeHH H 310pOBbIMH 100pOBOIbLAMH He Ha0I01a710Ch.

Hoorcunste

HecmoTpst Ha orpaHHueHHOE KOIHMYECTBO MaumMeHToB (n=36) B BO3pacte 65 €T u crapuie,

BKTIOYEHHBIX B KJIHHMYECKOe  HccaeaoBanue | ¢asbl  MaM B [ONYJISLUMOHHBII

(hapmakokMHeTHUeCKHIT aHAIH3, He ObLTO BBISBICHO KIMHHYECKHM 3HAYMMBIX Pa3auuMii
(hapMaKOKMHETHKH J0PaBHPHHA Y MALMEHTOB B BO3pacTe 65 €T M CTapiie Mo CPaBHEHHIO C
rnanueHTaMu miaame 65 ger. @apMakOKHHETHKA JaMHUBYIMHA M TeHO(OBHpa V MAUMEHTOB B
Bo3pacre crapie 65 aet He n3yuanace. Koppekums 10361 He Tpebyercs.

Iloa

Knannuuecku 3HauMMbIX  pasauuuil  GapMaKOKHHETHMKM JOPABHPHMHA, JAMHBYAMHA W/HIH
TeHO(OBHPA MEKIY MYKUHHAMH 1 HKEHIIHHAMH BbIAB/IEHO He ObL1O.

Paca

Hopasupun

Ha ocHOBaHMHM JaHHBIX [OMYJISUHOHHO-(PAPMAKOKHHETHYECKOTO aHATM3a JOPaBHPHHA Y
370poBbIX  100poBoabuee ¥ BHY-1-uHQHUMPOBAHHBIN NAUMEHTOB KIMHHYECKH 3HAUYHMMbIX

PacoBbIX pazminumii HapMAKOKMHETHKH J0PABHPHHA BBISBICHO He ObLIO.

10
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Jlavueyoun

He Obl10 BBISBICHO CYLIECTBEHHBIX WM KTHHHYECKH 3HAYMMbIX PacoBbIX  pa3IHuHii
(bapmakokuHeTHKH 1aMHUBY AMHA.

Tenoghosupa ouzonporcun

Hexocrarounoe konmuecTBo npeacrasureneii pacoBbIX M ITHHUECKHX TPYMN, OTAMYHBIX OT
EBPONEOHIHOM, HE MO3BO/ISLIO A1EKBATHO ONPEeHTh MOTEHUHATbHbIE (apMAKOKHHETHYECKHE

PA3INYHS CPean ITHX NOMY ASUMiT N0C1e npHeMa TeHO(POBHPA AM30NpPOKCHIA.
MOKA3AHHUA K IPUMEHEHHIO
Jleuenne BHY-1-undexunn v B3poc/abIX nalneHTos.

IMPOTHBOIMOKA3AHUSA

- INoBbileHHAs Uy BCTBUTEABHOCTL K AOPABMPHHY, 1aMUBY IHHY, TeHooBupy N K a06oMy
APYroMy KOMITOHEHTY npernapara.
- CoBMeCTHOE npHUMEHEHHe C JeKapCTBEHHBIMH TNpenaparaMu, SBASIOUMMUCH CH/IbHBIMI
HHAYKTOpaMu  cucrembl  putoxpoma  P450 CYP3A  (u3-3a  3HAUMTENIBHOrO  CHIDKCHHS
KOHLEHTpaUnH J10paBupuHa B miasMe Kpoeu) (oM. paznen «Ocobwie  ykazanus» n
«Bsaumooeiicmeue ¢ Opy2umu 1eKapPCMEEHHbIMU CPeOCMEami»). ITH Npenaparel BKIIOYAKT, HO
HE OrPaHHYHBAIOTCH:

*  kapBamasenuu, okckapGasenus, GpenoBapburan, hennronn;

*  pudavnuumy, pupanesTHH;

* JICKapCTBEHHbIC paCTHTeIbHble npenaparsl 3epobost mpoabipssieHHoro (Hypericum

perforatum),

*  MUTOTaH;

* JH3ATYTAMML,

* aymakadrop.
- HenepeHOCHMOCTD 1aKTO3bI, AeHUMT JAKTa3bl, TIOKO30-ra1akTo3Has Manbabcopduus (T.K.
npenapar COAEPKHT JTaKTO3bl MOHOTHIAPAT).
- Aerckuii Bospact 10 18 ner (otcyTcTBHE AAHHBIX 110 23D PEKTHBHOCTH 1 GesonacHocTH).
- bepemenHocTb, mepHon  rpyaHoro  BCkapmaMBaHus  (CM. paszen «lpusenenue  npu
GepemenHocmu U 6 NepuooO 2PyoHO20 6CKaAPMAUCANUI »).
- [aumenTs! ¢ pacueTHeIM Kanpencom kpeatnna (KK) < 50 sur/sun.
- MaunenTsl ¢ TsoKen0ii CTeneHbio neveHouHON HeaocTaTouHocTH (k1ace C no K1accHpukaumn
Haiina-ITeio) (orcyTereue aanubix 06 3ddextusHocTn n OesonacHocTh).

= OJHOBPEMEHHblﬁ NMpHEM € APYTHMH aHTHPETPOBHPY CHBIMH npenaparamu.
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C OCTOPOKHOCTBIO

Caeayer ¢ OCTOPOKHOCTBI) MPHMEHSThH OJHOBPEMEHHO CO CJASIYIOLMMH J1eKApPCTBEHHBIMH
npenaparamu. pucdadytun, aabpadennd. nesunypaz, 003eHTaH, THOPHAA3ZHH, HaDUILIHMH,
MOJAAPHHIL, TEIOTPHCTAT ITHI, TAKPOJIUMYC H CHPOAMMYC (CM. pasaensl « Bsaumooeiicmeue ¢

Opyaumu aexapemeeHvimu cpeocmeamuy W « OcoOble yKazani ).

NMPUMEHEHHE 1PH BEPEMEHHOCTH H B I'IEPHO,e'i rPYJHOrO
BCKAPMJUIMBAHHA

bepemennocts

JlauHble 0 npuMeHeHHH J0paBHpHHA v OepeMEHHLIX OTCYTCTBYHKT WM OrpaHnyeHbl. bosbiioe
KOJIMYECTBO JaHHbIX, MOAyueHHbIX v OepemeHHbIX keHiuH (Gonee 3000 ucx0a0B nepBoro
TPHMECTPA), MPHHMMABIIHX JaMHBYIHH B KOMOMHAUMH C JAPYTHMH AHTHPETPOBHPYCHBIMH
npenaparaMi. VKasbiBal0T Ha OTCYTCTBHE Mﬂ.‘lbd)()p.\iauliOHHOI"l TOKCHYHOCTH. Vuepenuoe
KOJIMUECTBO AaHHBIX vy OepeMeHHbIX KeHumH (B auanasone ot 300 a0 1000 ucxoaos
OepeMeHHOCTH) VKa3bIBAOT HA OTCYTCTBHE Matb(opMaunoHHOH HaH (ero/HeoHaTanbHOI
TOKCHYHOCTH, CBSI3aHHOI C NpHEMOM T’EHO@OBHPH AUB0MPOKCHIA.

Peaucmp no npuseneniio anmupempoeupyChblX NPenapamos 60 6Pess 6epemenHochi

Jl1g  MOHWTOpHHra HMCX0Z0B OepeMeHHOCTH YV MAUHeHTOB, MOJABEPruiMxcs BO3AEHCTBHIO
AHTHPETPOBHPYCHBIX MpernapatoB BO BpeMmsi OepemeHHocTH, Obu1 coszzadH  «Permerp no
NPUMEHEHHIO AHTHPETPOBHPYCHBIX —Npenaparos BO Bpems OepemeHHocTH». Bpauam
PEKOMEH,IYeTCH PeriCTPHPOBATL NALMEHTOB B 3TOM peecTpe.

”CC;’IE;’.IOB&HHH JA0paBHUpHHA VvV KHUBOTHBIX HE VKa3bIBalOT HA MOpAMBIC HJIH KOCBCHHBIC
HexenareabHbie 3P (PexTsl B OTHOWEHNH PENPOAYKTHBHOI TOKCHYHOCTH,

Hccnenosanus TeHo(oBHpa AM30MPOKCHIA V KHBOTHBIX HE YKA3bIBAIOT HA MNpsMble HIH
KOCBEHHbIE HexenaTenbHble 3(eKTsl B OTHOIEHHH PEenpoayKTHBHOH TOKCHYHOCTH.
Hccnenosannsi JaMHBYIHHA HA JKMBOTHBIX IMOKA3aIH BO3PACTAHME uHMCIA CTYYaeB paHHeil
3MOpHOHATBHOI rHOeIn v KpoaMkoB, HO He vy Kpbic. [lokazano, uro mamuBYIHH cnocobeH
NPOHMKAThL Yepes miaueHtapHbii Oapbep y uenosexa. JlamusyauH Moxer HHruGHpoBaTh
pennukauuio JHK B kierke. KanHnueckas 3HaUMMOCTE 3THX HAOMI0AeH i HEN3BECTHA.
[poTHBONOKa3aHO KCMOIB30BaHME npenapara JleacTpuro Bo Bpemsi GepeMeHHOCTH.

Ilepnoa rpyaHoro BCKAPMJIHBAHHS

Her fmaHHeIX 0  BbUAIGHHH  JOPAaBHPHHA € TpyAHBIM  Monokom.  Mmerommnecs
cl)ap.\iaxo:mnammecme/?oxcuxo.1or;1qecxne JaHHBbIC YV KHBOTHBIX [TOKa3QIH BbIBEICHHE

JOPABHPHHA € IPYAHBIM MOTOKOM.
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JlamuBy 1MH  OGHapYKMBATH y HOBOPOKICHHBIX/MIAACHLEB, HAXOASUUINCH Ha Py IHOM
BCKAPMIHBAHHH, MATEPH, KOTOPBIX MOTYUATH JaHHBIH npenapat. OCHOBBIBASCH HA HAGTIOAGHHH
Gonee 200 map martw/peGeHok, KOHUCHTPALMA JaMHBYAHHA B ChIBOPOTKE V MJIAJEHLUEB,
HAXOMALINCA HA IPYIHOM BCKAPMTHBAHMH, MAaT€PH KOTOPHIX MOJMYYAKT JEUSHHE MO MOBOIY
BHY-undexunn, spusercs ouenb nuskoil (<4% ot KOHLEHTPALIMH JTAMHBY AHHA B ChIBOPOTKE
MatepH) U POrpecCHBHO CHILKACTCS 10 HEONpPeeIseMbIX VPOBHEI ¢ 10CTHIKeHIHEM MIadeHLAMH
Bozpacra 24 wenens. [laHuele mo Ge30macHoCTH JAMMBYIHMHA V JeTeil B BO3pacte muaiume
3 MecslIeB OTCYTCTBYIOT.

Tenodosup seBoanTCs ¢ MOT0KOM v ue10Beka Hea0CTaTOMHO JAHHBIX O BIHSHHM TeHooBHpa
Ha HOBOPOXKISHHBIX/MIAIEHLEB.

H3-3a Bo3moxkHOCTH nepeaaun BUY-1 1 Bo3sMokHOCTH PasBHTHSA CEePbE3HBIN HEKETaTeIbHBIX
PeaKumii y AeTeil, HaXoMIHXCS HA FPYIHOM BCKAPMIHBAHUM, MaTepsiM, Moy Yaro MM Mpernapar
Jleactpuro, npekpartuTh rpyHOe BCKApMIHBAHHE.

Bansnne na pepruasnocts

Her nanubix o BamsHun npenapara Jleactpuro na (pepruasHocTs v uenoseka. Mccaenosanns y
KHUBOTHBIX HE YKa3bIBAIOT HA HEeKedaTeldbHble d(QexTsl I0paBUpHHA, NaMHBYIMHA WIH
TeHO(OBHPA AMIOMPOKCHIA HA PEPTIIALHOCTD NPH FKCTIOMLNK, MPEeBbILIAK LT IKCTO3HIHIO Y

YEJI0BEKA MPH PEKOMEHTY eMOil KJIHHHYECKOH 103e.
CIOCOB INPUMEHEHHA H 10351

Jleyenne 101KeH HA3HAYATH BPay, HMEIOMINIT ONBIT B JTQUeHHH BHY-undexunn.

Cnocob npamenenns

Has npuema BuyTpn. [lpenapar [leactpuro NPUHHMAIOT BHYTpPb, NpOraarbiBas Tadierky
LISTHKOM, OHH pa3 B CYTKH HE3aBHCHMO OT NpHeMa nuin (CM. pasaen «Dapmakokunemuxay).
Hoza

Bispocasie BUY-1-unduunpopantble naumeHTsl, He NOIYYaBUIHE PAHEE AHTHPETPOBHPYCHYIO
Tepamuio. . B3pocabie  BHY-l-unduumpopanHble naumentsl,  noayuasimme panee
AHTHPETPOBHPYCHYIO Tepanmmio Ge3 M3BECTHBIX MyTAuMH PE3HCTEHTHOCTH K AOPABHPHHY,
AamuBymHy 1 TeHoosupy. Pexomenayemas 103a npenmapata Heacrpuro — oaua TaGierka
MEPOPATLHO OJMH Pa3 B CYTKH HE3aBHCHMO OT MPHEMAa ITHILEH.

Koppexuus oozn

Ecan npenapar Jlencrpuro HasHauaercs 0AHOBPEMEHHO ¢ pudabyTuHoM, CreayeT yBeIHUHTD
A03y aopasupuna 10 100 Mr asa pasa B CyTKH, 3T0 JOCTHraeTcs npHeMoM TabieTk n penapara,

conepkawneii 100 Mr 10opaBHpHHA B KauyecTBe eIHMHCTBEHHOrO JAeiiCTBYIOIIEro BelIecTBa,

./,,m,',\,‘ 13
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MPpUMEPHO 4epe3 124acoB mnocie mnpuema 103kl npemapara Jlemctpuro (cum. pasaen
«Bsaumooeticmeue ¢ Opy2uMu 1eKAPCMEEHHBIMU CPEOCMBAMU ).

CoBMecTHO® NpHMEHEHHe 10paBUPHHA C APY THMH yMmepeHHbIMH HHAVKTOpayMu CYP3A e Obu10
H3YUCHO, HO OKHIACTCH CHMMKEHHEe KOHUEHTpauHH JopaBHpuHa. B cayuae ecam coBmecTHOe
NMPUMEHEHHE C JpyruMH ymepeHHbiMH HHAYKTOpamn CYP3A (takmmu kak: jaGpadenud,
Ae3UHYpa, GO3EHTAH, THOPHAA3HH, HADIUILTHH, MOAADHHNI, TETOTPHCTAT ITH) HEOBXOTHMO,
CACAYET €KEAHEBHO NMPHHUMATL OJHY TabneTky npenapara, coaepxamyio 100 mr JIOpaBHPHHA B
KauecTBe €AMHCTBEHHOrO JeiiCTBYIOLWIErO BELIECTBA, NpUMEpHO uYepes 12 wacos mocie npHeMa
A03bl mpenapara Jlencrpuro (cm. pasaen «Bsausmooeiicmeue ¢ Opyeumu rexapcmeennsivu
cpeocmeamin ),

Hponyck 0o3mt

[lpn nponycke npuema npenapara JIeactpuro B Teuenue 12 4acoB ¢ MOMEHTA OOBIMHOTO BpEMEHH
NpHeMa, MauHEeHTY CAeAYeT Kak MOKHO CKOpee NpHHAThL npenapar JleicTpuro M npHHATH
caeayiomyo 103y npenapara Jleactpuro B o6brunoe 3aniannposannoe spems. [lpu nponycke
npuema npenapara Jleactpuro B euerne 601ee 12 4acos ¢ MOMEHTa OGBIMHONO BpeMeHH npHeMa,
NALHEHTY HE CIEAYeT NPHHHMATH MPOMYIICHHY 10 103V, BMECTO 3TOr0 MALMEHT AOKEH TPHHATE
CIeayIOWYIO 103y B 3amaHupoBaHHoe Bpems. [Maumenrtam ve creayer npuHMMATh 1Be 103bi
O/IHOBPEMEHHO.

Ocobble rpynne1 nannenTos

Hoxcunbie

Jlasnbie 00 MCMONB30BAHHMM J10PABHPHHA, JAMMBYIMHA 1 TeHooBHpa IM30MPOKCHIA Y
NALNEHTOB B BO3pAcTe 65 NeT 1 cTapuie OrpaHHyensl. Her JanHbIX, CBHACTEABCTBY IOMHX O TOM,
HTO Y TMOKHIBIX NMALHEHTOB HEOOXOAMMO HCNOAL30BATh J03Y, OTIMYHYIO OT MPUMEHSEMOIl y
Oonee MO0IbIX B3POCABIX NMAUMEHTOB (CM. pasien wbapnaroxunemura»). OIHAKO B ITOIl
BO3PACTHOI rpynne caeayeT npossisTh OCTOPOKHOCTH MO NPHYMHE BO3PACTHBIX M3MEHEHHl,
Hanpumep Xy awenns GpyHkunn nouek (cM. pasaen «Ocodble VKazanus»).

Hapywenue ghyuxyuu novex

Koppexkiumsi 10361 npenapara JIencTpuro y B3pocisix nauueHTos ¢ pacuetHbiM KK > 50 ya/yun
He tpebyercs. Jlewenne npenaparom JIeacTpuro v nauMeHToB ¢ pacuerupiM KK < 50 sa/Mun
NPOTHBOMOKA3aHO (cM. pasaen «Dapmakokunemura», «llpomusonokasanui» w «Ocobeie
yraszanusy). Jleuenuwe npenaparom [IeICTPHIO CIeAyeT OTMEHHMTb, eCAH pacuetHbiii KK
onyckaercst Hipke 50 mu/MuH (em. pasaen «Ocobwie ykasanus»). [Nannentam co cpeameii win
THKEIOH CTENEHbIO NOYEYHOIl HeA0CTATOUHOCTH TpeByeTcs KOPPEKLHs HHTePBATA 103HPOBAHIS

JAMHBY AMHA M TEHODOBHPA AM3OMPOKCHIA, KOTOPask HE MOKET ObITh BBIMOJHEHA B PAMKAX
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KOMOHHUPOBAHHOH  JeKapcTBeHHOH  DOpMbI npenapara  Jleactpuro  (cm. pasaen
«Dapmaroxunemura» v «Ocobsle yKasanua»).

Hapywenue pynkuuu newenu

Koppekuus 10361 npenapara Jle1cTpuro v nauMeHTos ¢ Jerkoii (Knace A no Yaitaa-TTero) mwin
cpeaneit (Knace B no Yaiina-ITsio) crenensio napymenns $ynkunn neuenn ne Tpebvercs.
[lprnvenenne 10paBHpHHA Vv NALMEHTOB C THKEIOi CTENEeHbIO HapymeHus QyHKUHH nedeHu
(Knace C no Yaitna-llbio) we wm3vuatocs. Henssectuo, VBEIHYHMBACTCH JIH HKCIOZMLHA
AOPAaBHPHHA Y MALHEHTOB C THKE0H CTENEHBIO NeYeHOYHONH HeA0CTAaTOYHOCTH.

Tayuenmer 0oemekozo eozpacma

Besonacnocts 1 addpextusrocTs npenapara Jleactpuro ne H3yuanack y NAUHEHTOB Mjaiuie

18 ner. JlanHbie 10 npuMeHeHHI0 OTCYTCTBYIOT,
MNOBOYHOE JEHCTBHE

Kpamxuii 0630p npoduin 6ezonacnocmu

HanGonee yacto saperncTpuposanHbIMi HeKenaTe bHbIMH PEAKUHAMH, KOTOPbIE ObLTH OLIEHEHbI,
KaK BOIMOMHO MM BEPOATHO CBSI3AHHBIC C MPHEMOM jJopasipuHa, ObLin TowHOTa (4%) M
rojosHas 601b (3%).

Tabnuunste Oannvie nedce1ametbpix peaxuiii

Hexenarenbnbie peakunn ¢ npeanosaraemoii  (mo KpaiiHeii Mepe, BO3MOXKHOIT)
B3AHMOCBA3BIO € ICUCHHEM MEPEUHCICHBI HHXKE B 3aBHCHMOCTH OT KZ1aCCa CHCTEM OPraHOB
OpratusMa u uactoTel. B pamkax kax10ii 4acTOTHON rpynmbl HekenaTenbHbIe ABJICHIS
MPEACTaB/IeHbI B NOPsiAKe yObIBaHHA TskeCTH. HYacToThl ONpeaensioTcs Kak: OYeHb YacThie
(z1/10), wacteie (ot =1/100 x0 <1/10), neuactuie (o1 >1/1000 10 <1/100). peakue (ot
1710000 10 <1/1000) uau ouens peaxue (<1/10000).

Tabamnna 2. Tabnnua HexenaTebHBIX PEAKUHil, CBA3AHHBLIX C NpUMEHEeHHeM Tpenapara
eICTPHIO.

Yactora - | Hexeaareabnas peakuuns
Hapywenus co cmoponw kposu u aumpamuuecroii cucmessi -
Heuacreie HelTponexus™, anemus™, TpombounTONeHHs*
Ouens peakne HCTHHHASA IPUTPOLIMTAPHAs anjasus™®
Hudpekuuonnsie u napazumapnsie 3aboqeeanus
Peakue | nycryaesnas comb
Hapywenusn co cmopons oomena eemecme u numanus
Hewacrere | runodocdaremus, runoxatnesus”®
Peaxne | rMnOMarHHeMmHs, TaKTaTalH 103 *
Hapywenus ncuxuru
Yacreie HeoObIUHbIE CHOBHAEHHS!, OeccoHHMuUa’
Heuacreie KOLIMApbI, IENPECCHs’, TPEBOKHOCTD
PasApaKHTEIbHOCTD, CIIYTAHHOE CO3HAHME,
MBIC/IH O CVHLIHE
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Peakune arpeccHs, raUTIOUHHALIAN, PACCTPOICTBO
A1anTaunH, N3MEHEHHE HACTPOCHHS,
coMHaMOy IH3M

Hapywenun co cmoponwt nepenoii cucmemm

Yacreie r0J10BHast 00.Ib, FOJI0BOKPYIKEHHE, COHTHBOCTD

Hewacreie HapylIeHHe BHUMAHHA, HAPYLICHHE NaMSTH,
NApECTe3nsl, FHNEPTOHYC, MJIOX0€ KAYeCTBO CHA

Ouensb peaxie nepudepuyeckas Heliponarus (11 napecresus)*

Hapywenus co cmoponsi cocyoos

Heuacreie [ THITePTEH3Hs

Hapywenun co cmoponst ovixamensnoit CUCIEeMbl, OPZANOG ZPYOHON KIeMKN il

cpedocmenun

Yacreie KaIen s, Ha3aabHble CUMITTOMbI*

Peakne AMCIHOI, TOH3WIAPHAA rHOEepTpodus™

Hapywenusn co cmoponst scerydouno-sumeunozo mpaxma

Yacreie TOWHOTA, AHapes, 6ok B kuBote®, peora,
METeopH3M

Heuacteie 3anop, HeNpPHUATHbIC OLLIYLUEHHS B KHBOTE",
B3AYTHE JKHBOTA, AMCMIENCHS, KAIMUEOOpasHbiii
CTy°, Hapy HIEHHE NePHCTATLTHKH Key10UHO-
KHILEYHOrO TPakTa', naHKpeaTHr™

Peaxue GonesHeHHblii N03LIB HA HCNPAKHEHHE

Hapywenus co cmoponst newenu u HCCTHEEIBOOA X NyMeli

Peaxue | JKHPOBOI renaros®, renarur*

Hapywenus co cmoponst kosicu u nookodicnsix mranei

Yacrbie anoneums®, coimp®

Heuacreie 3y

Peaxue ANIepruYeckuil JepMarTuT, posauea,

] AHTHOHEBPOTHYECKMIl OTek™ il
Hapywenus co cmoponsi ckenemno-msuuednoi cucmemst u coeounumesnoi mKanu

Yacruie HAPVIIEHUS CO CTOPOHbI MBIIEYHOI TKAHU™
Heuactbie MHUITHS, apTpaiarus, pabaoMuoans* T, MplueyHas
caabocre*t
% Penxne CKeNEeTHO-MbIIEeYHAs 00/1b, OCTEOMATSLIHS

(nposBsoWwancs kak 60/1b B KOCTAX i Peiko
Cnoco0CTBYIOIIAs MEperIoMam KocTeii)*,

MHOnarus®
Hapywenun co cmoponst nouex u MOUCBBIBOOANLILX Hymeli
Heuacrrie MOBLILICHHE KOHUEHTPALMN KpeaTHHHHA*,

NpOoKCHMANbHAs peHanbHas TyOyionartus
(BKIKOYAn cuHApPOM dankoun)*

Peakue OCTpOE NMOBPEIHAHHE MOYEK, HAPY LIEHHE

by HKuHM NoYek, KaMHK B MOuKax,
MNOYeUHO-KaMeHHas 60..’183Hb, ompaﬂ no4yeyHas
HEJ0CTATOYHOCTD*, NOYeuHas HeJ0CTATOUHOCTb ™,
OCTPbIii HEKPO3 KaHATbUeB*, HedpuT (BKTIOYAs
OCTPBIii HHTEPCTHUMATBHBIN)*, HedporeHHbIii
HecaxapHblii quader*

Odwue paccmpoiicmea u HaApyIeHus e mecme eedenun

Yacreie MOBBIIEHHASA VTOMISEMOCTb, JIHXOPaIKa™
Heuacreie ACTEHMS, HeAOMOraHue
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Peaxue | 601 B Ipyau, 0300, 601k, Kaxk1a

Jlabopamopusie u uncmpymenmaisisie dannsie

Yacreie MOBBIIEHHE AKTHBHOCTH
anaHnHamMuHoTpancdepasnr’

Heuacreie NOBBILICHHE AKTHBHOCTH

acnapraraMHHOTpaHcepassl, MoBbILIEHHEe
AKTHBHOCTH JIMNA3bI, MOBLILIEHHE AKTHBHOCTH
AMH/1a3bl, CHIYKEHHE KOHLEHTPALIMH réMOor100HHa
Penxue TNOBBILICHHE AKTHBHOCTH KpeatHH(ochokmnHassl B
KPOBH

*Jlannas HexkenaTenbHAs PeakuMs He COOBWIANACH KAK HeXeTaTelbHas peakums, CBs3aHHas ¢
NPUMEHEHHEM 10pasupnHa, B (ase 3 KimHuueckux uccaetosaxmuii (DRIVE-FORWARD,
DRIVE-AHEAD, DRIVE-SHIFT), Ho BKTOueHa B AaHHy0 Tabauuy Kak Hexenare/TbHas
PeaKius B COOTBETCTBHMI ¢ KpaTkoii xapakTepucTHkoii 1ekapcTBeHHOro npenapara 1aMusy IHH
(3TC) wuan Tenodosupa amsonpokcuaa ¢ymapar (TDF), vreepaaennoii 8 EC. Beumn
HCMOIL30BAHEI HAHBLICIIME KATErOPHH YacTOThI, M3 ykasaHeIX B Kparkoii xapakrepuctiike
JAexapcreerHoro npenapara 3TC wau TDF.

"llanHas HekelaTelbHAs peakiMs MOKET BOIHMKATH BCIEACTBHE  MPOKCHMAJBHOI
KaHatbueBoii TyOyionarnn. OHa He CuUMTaeTcs CBSI3AHHON C npuemMoMm TeHodosupa
AH3ONPOKCHIA B OTCYTCTBHE 3TOrO COCTOMHMSL.

'Gecconnmua BrmovaeT: GecconHmLy, HAPYLUEHHE 3aChINaHKs H HAPYLICHHE CHA.

’nenpeccus BKIOUAET: ACMPECCHIO, ACNPECCHBHOE HACTpoeHHe, OOMbIUOI JenpeccHBHbII
3MH30/ 1 CTOHKOE AeNPECCHBHOE PacCTPOICTBO.

*TPEBOKHOCTD BKITIOUACT: TPEBOKHOCT H FeHEepATH30BAHHOE TPEBOKHOE PACCTPOIiCTBO.
*Gonb B KHBOTE BKTIOUAET: 6OIb B KHBOTE H GOIb B BEPXHEil 4acTH JKHBOTA.

*anckoMGOpT B KMBOTE BKIIOYACT: auckomopr B kuBOTE M auckomdopr B obracTi
3MUracTpusi,

°kamnueoOpasHbiii CTy 1 BKIKOYaeT: KatHieoOpasHblii CTy, H aTHIMYHBI CTY 1.

"HapylueHHe NepUCTATTHKH AKETYA0UHO-KHIIEYHOr0  TPAKTa BKMIOYACT:  HApylleHue
NEPHCTATHTHKMN JKe/Ty JI0YHO-KHIUEYHOrO TPAKTa M YCHICHHE NePHCTATBTHKH KHIISYHHKA,
SChiNb BKIIOYACT: ChilTh, MAKY.IE3HY IO ChIMb, IPHUTEMATO3HY IO Chillb, FeHEPATH3IOBAHHYKO Chillb,
MAKYI€3HO-NAMY IC3HY IO Chbillb, NAMYIE3HY KO Chillb 1 KPATHBHHLLY

9l"l()BMl.l.IEl*lHtE AKTHBHOCTH aﬂaﬂuuasmumpaﬂccbepasu BKJIKOYACT. MOBLILEHHE AKTHBHOCTH
ATAHHHAMUHHOTPaHC]EPasbl M MOPAKEHHE MEYSH I

CHHA- POM BOCCTAHOBAEHHH HMMVHHUTETA

Ha soment Hawara komGuuHpOBaHHOI AHTHPETPOBUPYCHOH  Tepanuu  (KAPT) v

BHY-uHQHUMPOBAHHBIX NALMEHTOB ¢  TKEIbIM HMMYHOAC(QHLIMTOM MOXKET pa3sBHTHLCH
BOCHATHTEAbHAA  peakums Ha OecCHMITOMHBIC MM  OCTATOMHBIE ONNOPTYHHCTHYECKHE
uidekuni. Tawke coobwaiocs o passuTu AYTOMMMYHHBIX HapyiueHHil (Takux kaxk 0oje3Hb
I'peiieca u ayTonmmy HHbIIT renaTut), HO cOO0LIEHHOE BPEMSH HAUA1a PA3BUTHA TAKHX HAPY LLISHHIT
Gosee BapnabenbHO, OHM MOIYT BOSHHMKHYTH U€pPe3 MHOIO MECSLUEB MOCAe HAYA1a JTedeHus

(cm. pasaen «Ocobwbie veazanus »).
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INEPE/103UPOBKA

Hopasupuu

Hudopmarnns o noreHunatbHbx OCTPBIX CHMITOMAX H NPH3HAKAX NEePe103HPOBKH 10PABHPHHOM
OTCYTCTBYET

JlamuBy aun

B cBasu ¢ Tem, uTo ¢ noMoubo reMoanann3a (4-4acoBoro), npoaoaKHTEIbHOrO amOyaaropHoro
MICPHTOHEATRHOrO AHATH3A H ABTOMATH3HPOBAHHOIO NEPHTOHEATHHOTO AHATH3A GbLTO BBIBEIEHO
HE3HAUNTEIbHOE KOJIHYECTBO JIAMHMBYAMHA, HEH3BECTHO, CNOCOGeH H NPOAOLKHTEIBHBII
FEMOAHATNS NMPHHECTH KIHHHYECKYIO NO/Ib3Y B CTyuae Nepeao3HPOBKH JTaMHBY IHHOM.
Tenodosupa anzonpokcia

Tenodosupa mmsonpokenn s¢ppexrusno YAQIAETCA C NOMOIUBIO reMOAHaTH3a ¢ Ko duimerToM
IKCTpakumn npubansureasHo 54%. [Mocae OAHOKPAaTHOrO mpuema 103kl 245 Mr TeHo(oBHpa
AH3ONPOKCHIA 4-4acoBOI remMoaMaIns yaamut npubdansurensio 10% noayueHHON 103k

TeHodosHpa
B3AMMOJIEMCTBHUE C IPYTUMH JIEKAPCTBEHHBIMH CPEJICTBAMM

Ilpenapar [leacrpuro npeacrasaser coBoii NOHYIO CXeMy KOMOMHMPOBAHHOH Tepanui
BHY-1-undekim, nosromy ne CICAyeT NPOBOATH TePaNuio APYIHMH AHTHPETPOBHPY CHBIMH
fpenapataMu  COBMECTHO ¢ npenapatom Jleacrpuro. Hudopmauns no noreHuHatbHbIM
B3aumozeiicTBuam npenapara [leactpuro ¢ APYTHMH  QHTHPETPOBHPYCHBIMH NPenaparaMu
OTCyTCTBYeT. HCC1ea0BanMs O B3aHMMOACHCTBHIO ObLTH BBINOIHCHEI TOJIBKO ¥ B3POCIBIX.
[penapar [leacrpuro coaepxur AOPABHPHH, JTAMHBYAMH H TEHO(YOBHPA JAM3ONPOKCHI, TAKHM
oOpazom, awolble B3auMOAEHCTBIA. VCTAHOBJICHHBIE A8 K&KIOrO M3 ITHX JGHCTBY KOLLHX
BEIIECTB, TAKOKE MPHMEHHMbI K KOMOHHIPOBAHHOMY npenapary JIeacTpuro u npeacTaBieHb B
Tabmuue 3.

Bausnue opyeux aexapemeennsix npenapamos na dopasupuin, 1aMugyOuUn u menogosupa
ouzonpoxcu

Hopaeupun

JopaBupus npeumyuiecTBeHHO metaboansupyercs CYP3A, u JCKAPCTBEHHbBIE [pPenaparsl,
KOTOpbIE HHAYLMPYIOT win uarnbupyiot CYP3A, Bausior Ha KIHPEHC aopasHpHHa (CM. pasaen
«Dapmaroounamuxay). Mpenapar JleACTpHro NpOTHBONOKA3AH NPH COBMECTHOM MPHMEHEHHH C
JICKAPCTBECHHBIMH NPENapaTaMu, KOTOPbIE ABSIOTCH CHILHBIMH uHaykropavu CYP3A, tak kak
OKMAACTCS 3HAYHTEILHOE CHHKEHHE KOHUEHTPALMH JOPABHPHHA B MiasMe KPOBH, YTO MOXET
CHH3HTb  3(Q¢eKTHBHOCTL mnpenapata Heactpuro (cm. pasaen  «/Ipomusonoxasanus» w

«Dapmarorunemurar).
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CoBMecTHO® mpuMeHeHHE ¢ yMepeHHBIM uiaykropom CYP3A pudabytusom cuuxkaer
KOHLEHTPaLHIO 1opasupuna (e Tabauuy 3). [Ipyu coBMecTHOM mpiMeHeHH ¢ pudadyTuHOM
CIACIYET CKeIHEBHO NPUHNMATL 0HY TabeTKy npenapara, cozepskautyio 100 wr JIOPaBHPHHA B
KAaUeCTBE €IMHCTBEHHOTO IHCTBYIOLIEro BEellecTsa. NpHMEpHO uepes 12 yacoB nocie npuema
Ao3wl npenapara Jleactpuro (em. pasaen «Crocos npusenenus u 003w »).

CosmecTHOe npuMenenue npenapara J1eACTpHUro ¢ Apy MM y MepeHHbIMH HHaykropavu CYP3A
HE H3YHaT0Ch, HO 0XKHACTCS CHIDKeHHE KOHLEHTpaLHK Jopasupisa. B cyuae, ecm coBMecTHOE
NpHMEHeHHe npenapara /Ie1cTpuro ¢ ApyruMu yMepeHHbIMH nraykropamu CYP3A (Takumu kax:
Aabpadennd, nesunypan, Go3eHTaH, THOPHAA3MH, HADUHTHH, MOJADHHIA, TEIOTPHCTAT 3TH)
Heb3si H30eKATh, CACAYET eKeAHEBHO NMPUHHMATH OaHy TabneTky npenapara, CoAepKalyio
100 Mr 10paBHpHHA B KauecTBe eIHHCTBEHHOro ACHCTBYIOLIEr0 BeIEeCTBA, MPUMEPHO uepes
12 yacos nocie npuema 1031 npenapara Heacrpuro (cm. pasaen «Cnocob npusienenus u 003wt »).
CosmecTHOe mpuMenenue npenapara JlencTpuro u nexkapcTBeHHBIX npenaparos HHrHOHTOPOB
CYP3A MomeT npuBecTH K MOBBILICHHIO KOHUCHTPALUMH 10paBHpHHA B naasme Kposu. OgHako
fipi COBMECTHOM npueme AopasnpuHa ¢ uHruburopayu CYP3A koppekuus 103s1 He Tpedyercs.
Jlaxueyoun

Tax kax OCHOBHOII Ny Th BbIBEAGHNS JaMHUBY AHHA OCYLUECTB/ISIETCS NOYKAMH MY TEM KOMOHHALIHH
KIyOOuKOBOi  (uabTpaUMM M AKTMBHON  KAHATBLEBOIi cekpeun  (cm. paszaen
«Dapuaxokunemuxka»), npueM npenapara Heactpuro cosmecTHo ¢ mpemaparamu, KOTOpblE
CHIKAIOT QYHKLMIO MOYEK, WM KOHKYpPHPYIOT 3a AKTHBHY K0 KaHAILUEBYK CEKPELHIO, MOKET
MPHBOANTE K MOBBILICHHIO CLIBOPOTOUHOI KOHLIEHTPALMH TAMHBY HHA.

Tenoghosupa ouzonporcun

Tax kak 0cHOBHOIT My Th BbIBEACHMS TeHO(OBHpPA OCYILIECTB/SAETCS MOYKAMHU MYTeM KOMOHHAUMI
KayOOuKOBOiT  uAbTpPaUMM M AKTHBHOH  KAHATBLLUEBOI cekpeunn (oM. pasaen
«dapmakokunemuxay), npuem npenapara Heactpuro cosmecTHo ¢ npemaparamu, KOTOpbIE
CHIAAIOT QYHKUMIO MOYEK MM KOHKYPHPYIOT 3a AKTHBHYI0 KAaHUTLLUEBYK) CEKpPEeLHIo uepes
OATI, OAT3 nan MRP4, MOKeT NPHBOAMTB K MOBBILEHHIO CBLIBOPOTOYHOH KOHLEHTpaLiu
TeHodosupa.

B cBssn ¢ Tem, 4To TeHodOBMpPA IAMIOMPOKCHI SBASETCH OIHUM H3 ACHCTBYIOLIMX BELIECTB
npenapara /lencrpuro, caeayer usberars npuvesenns npenapara HeacTpuro 0 AHOBpeMEHHO HH
MOCe  HelaBHero HCMOTb30BAHMA HEDPOTOKCHUHBIX MPENapaToB. ITH 1eKapCTBEHHbIE
fIpenaparel  BKTOYAIOT, HO HE OrpaHHYMBAIOTCH CCAYIOMMMH AUHKIOBHD, CHI0(GOBHP,
FAHUHKIOBHD, BATAUMKIOBHD, BAITAHUMKIOBHP, aMHHOIIMKO3MAb! (HANPHMED, FeHTAMMLIMH) |
BBICOKHE 103bl HECTEPOHMIHBIN TPOTHBOBOCHATHTEILHBIX mnpenaparos (HIIBIT) win npuem

Heckoabkux HIBIT (cm. pazaen «Ocobble vKasanus»).
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Bauanue oopasupuna, r1avueyouna u menoghosupa ouzonporcuia na opyeue j1eKkapcmeenisie
npenapamsi

Hopasupun

ManoseposTHo, yto npuem 10361 100 Mr J0pPaBHPHHA OJMH Pa3 B CYTKH OKAKET KIMHHYECKH
SHAYHMOE BJMAHHE HA KOHLECHTPAUMIO B MIA3Me KPOBM J1€KAPCTBEHHBIX penaparos, KOTOpbIe
3ABHCAT OT TPAHCMOPTHBIX OeikoB st abcopOuMM ©/ MM BBIBEICHHS WIH KOTOpbIE
MeTaboau3MpyIoTest nocpeacTsoM depmentos CYP.

Oanako cosmecTHbIil npuem AOpaBMpHHA 1 yyBCTBHTEIbHOrO cyOcTpara CYP3A Muaasoiava
NPHBOANT K CHIDKEHMIO IKCMO3MUMM MHAA3onama Ha 18%, uto CBHJCTEILCTBYET O TOM, YTO
AOPABHPHH MOMKET BAATHCA C1abbiv uHAYKTOPoM CYP3A. Takum oBpasom, claeayer codaaars
OCTOPOKHOCTL NpPH  OZHOBPEMEHHOM MPHEME J0PaBHPHHA W Npenaparos, SBAAKOLIMXCH
HyBCTBHTEAbHBIMU CyOcTpatamu CYP3A, koTopsie Takke MOIYT HMETh Y3K0€ TepaneBTHUYECKoe
OKHO (HanmpuMep, TaKpoOJIHMYC H CHPOTHMYC).

Jlamueyoun

Jlamusy 1iH He uHrHOMPYeT U He HHAYLMpYeT ¢epyentsr CYP.

Tenoghosup

Ha ocHosanum pesy ibTaToBs 3KCHEPUMEHTOB i1 Vilro 1 H3BECTHOTO Ny TH BbIBEACHHS TeHODOBHPa,
noreduuan a1 CYP-onocpeaosannsix B3anmoaeiicTsmii TeHO(OBHpPA H APYTHX JeKAPCTBEHHBIX
NPEnaparos, SBISETCH HU3KHM,

Tabauna ezaumoodeiicmeni

B TaGauue 3 npuseaens! ycraHoBaeHHbIE M Apyrie (HO He BCe) BO3MOKHbIE J1CKAPCTBEHHbIE
B3AHMOJCIHCTBHA ¢ JCiICTBYIOWIMMH  BElecTBaMu npenapara Jleactpuro (ysennuenue
0003HaYeHO Kak T, yMeHblUGHHE 0BO3HAYCHO Kak . 0e3 usmenenmii 00O3HAUEHO KaKk «).
BosMoxHbIe TeKapeTBeHHBIE B3aHMOACHCTBHS ¢ TeHO(OBHPA AM30MPOKCHIOM KM JAMHBY THHOM

CM. pasaensl « Papumakokunemuka» n « Ocobwvie ykazanus ».

Tabanna 3. Baanmozeiicteus mexcay ACHCTBY IOLIMMH BEIIECTBAMM Npenapara Hencrpuro u
APYTHMH ACKAPCTBEHHBIMH MPEnaparamMu # PEKOMEHIALMH 110 A03HPOBAHMIO.

Bansinne na
KOHUCHTPanmo

" JCKAPCTBEHNOT0 Pexovenzamus B otomennn
Jlexapcrsennbiii npenapar B 3aBncumocTn
npenapara. COBMECTHOIO NIPHMCHEHHH ¢
0T TepaneBTHueckoii obaacTn
CooTnomenne npenapatom Jeacrpuro

FeOMeTPHYECKIX Cpe/ X
3nadennii (90% JH)*
[Ipenaparhl, CHHARIONHE KHCIOTHOCTh JKEIV IOMHOTO COKA

AHTAI (ATIOMHHMA ¥ MATHHS THAPOKCHIL, «= [OPaBHPHH
CYCIICH3HA [UIA IIPHEMa BHY TPh) AUC 1,01 (0,92; 1,11) Koppekius 10351 ne
(20 M1 0tHOKpaTHO, Cmax 0,86 (0,74; 1,01) Tpedyercs.
JopaBupis 100 Mr oHOKpaTHO) C241,03(0,94; 1,12)

PR o o
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»

| Jopasupun
[AaHTOMpa3oll
P AUC 0,83 (0,76, 0,91) Koppekita 10361 He
(40 Mr ouH pas B cyTER,
Jopapupizt 100 MT 0THOKPATHO) Cimax 0,88 (0,76; 1,01) Tpebyercs.
pastp ‘ P C24 0,84 (0,77, 0,92)
Baamvoseiictnue ¢
JOPABHPHHOM HIIH
J0PaBHPHHOM
—— /naMuBYy iMHOM /TeHodoBHpa Koppexius j103n1 ne
' JUBOMPOKCHIIOM He M3YYCHO. Tpelyertcs.
Oxkuaercs:
=+ JIOpaBHPHH
HHrHGHTOpEI aHI HOTEH3I MH-IPeBpPAIAIOIIEro tepmenTa
Baamvoneiicteue ¢
JIOPABUPHHOM HIIH
J0paBHPHHOM
. /mamuBy mHoM /TenodoBupa Koppexims jo3m ne
AMBOTIPOKCHIIOM HE M3YYEHO. Tpedyeres.
Onxuaercs:
< JIM3IHHOIPHIT
AHTHAHJIPOTEHHBIE Cpe/ICTBa
Baaivoseiictsue ¢
JOPABUPHHOM WIH
JIOPaBUPHHOM
/maMuBY IMHOM /TeHodoBHpa .
SH3ATYTAMMJL }Il'BOHPOKCH.'IOM HE¢ H3VHCHO. Codeses s
IPOTHBOTIOKA3aHO.
Oxujaercs:
| 1opaBupun
(Muaykmus CYP3A)
AHTHOHOTHER
Baamvoeiictsie ¢ Heobxommvo uekmounTs
JOPABHPHHOM HIH COBMECTHOE NpiMeHeHHe. B
IOPABHPHHOM CIIyuae €ClIH COBMECTHOE
/MasuBy HOM /renodoBitpa HPHMEHEHHE HE MOKET ObITh
HCKTIIOHEHO, ClIelyeT
HapIEULIHH AM30NPOKCHIIOM HE W3YYEHO. CAKETHCBHO NPHHIMATE
) J0paBHpPHH B jlo3e 100 M1
Oxuaaercs: HpHMepHo depea 12 yacos
| JopasipuH TI0C/IE PHEMa JI03hI NIpenapata
My ks CYP3A) Jlenctpuro.
lporusocy opokunie npenapaTh
Bianmosetictaue ¢
JIOPaBHPHHOM HIIH
JIOPaBHPHHOM
Kapbamasertiti /naMuBy mnoM /Tenodobitpa
oKcKapGazenmn JUBONPOKCIVIOM He H3YYeHO. CoBMECTHOE IPHMEHEHIE
(henoGapGuran : [POTHBOLIOKA3AHO.
bemmToim Osmaerces:
| nopaBupun
(Mmaykmma CYP3A)
[TporuBomaberHueckie cpeeTna
MeThopMun > MeTGopMHH
(1000 Mr optoKpaTHO, AUC 0,94 (0,88, 1,00) Kogpe ye'r;::‘:m e
aopasupun 100 Mr oum pas B cyTKH) Cumax 0,94 (0,86; 1,03) ) )
KaHarnugIo3un Baainvozeiictene ¢ Koppekims 10351 He
JHpariy TH JIOPaBHPHHOM WIH Tpebyercs.
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CHTAITTHITTHH JIOPaBHPHHOM
/aMHBY IHOM /TeHoGoBHpa
JUBOLPOKCHIOM He H3YUEHO.
Oskmiaercs:
= KaHarmgao3un
= JHparayTHa
= CHTAI/IMIITHH
[potiBoAMapeinbie cpeacTra
Baamvoneiictaue ¢ HeoGxoamMo uekmoauTs
JIOPABHPHHOM JUIH COBMeCTHOE NpHMeHeHHe. B
AOpaBHpHIOM ClIyyae ec/Ii COBMECTHOE
/naMuBY HOM /Tenodosupa | VPHMEHEHIE HE MOKET OLITH
TEIOTPHCTAT HTHI JUITBONPOKCHIIOM HE H3YHEHO. MCERIOON0, CHERyeT
€KETHEBHO IIPHHUMATE
10 HH B jlo3e 100 mr
Ouupacres: npipma::)pﬂo yepes 12 gacos
| AopasHpum 1ocIe IpHEMa 103H IpenapaTa
(Muaykms CYP3A) Jlenctpuro.
[IpoTHBonOAaIpHYIECKHE H YPHKOIY PHYECKHE IPelapaThi
Baanmojeiictnue ¢ Heobxoummo nekxmounts
JOPABHPHHOM I COBMECTHOE IpIMeHeHHe. B
JOPABHPHHOM ClIy4ae eclIi COBMECTHOE
/mavuBy mHOM /Tenodosipa npmleuem:x;:e “ﬁ’“"' GbiTs
N HCKIIIOYEHO, ClleyeT
Je3HHY pajl AM3OHPOKCHIOM HE M3YHEHO. eKEHEBHO PHIIMATS
JIOpaBHpHH B jlo3e 100 M1
Oxcitnacres: np}ﬁc!;pm uepes 12 wacos
| opasipun HOCsIe IPHeMA J103bI Nperapara
(Huay ks CYP3A) Jlenctpuro.
[TpoTiBoTY GepKy /Ie3Hble penapaThi
«+ [IOpaBHPHH
OJIHOKpaTHas j103a puamimHa AUC 0,91 (0,78; 1,06)
(600 Mr oHOKpaTHO, Crax 1,40 (1,21; 1,63)
aopasupus 100 MI 0HOKpaTHO) C14 0,90 (0,80, 1,01)
CoBMecTHOE IPHMEHEHHE
- HPOTHBOTOKA3aHO.
MHOTOKpaTHBIH IpHeM prpaMIInHa AUC 0,12 (0,10, 0,15)
(600 Mr ot pas B cyTKH, Crax 0,43 (0,35, 0,52)
Aopasupin 100 Mr oTHOKpaTHO) C24 0,03 (0,02; 0,04)
(Huy ks CYP3A)
Baammogseiicteue ¢
JIOPABHPHHOM HIH
JIOPABHPHHOM
/naMuBy iHOM /TenodoBupa
pudaneHTHn JH3OTPOKCHIOM HE H3Y4CHO. ComMecTHoOE IpIMEHCHIE
MPOTHEONIOKAZAHO,
Osumaetcs:
| Jopasupun
(Huayxims CYP3A)
B ae ec/Id Nnpenapar
| zopapupim n;?q;m uasﬁae?cas
pucdaby s A_UC 0.50 _(0’45." 0‘5_5) OJIHOBPEMEHHO ¢
(300 Mr oMz pas B cyTKH, ((’:“‘“(;)39; ?;;50' ‘3];) pudaby TiHOM, cneyer
Jopasupii 100 Mr o/IHOKpaTHO) (P;:m;x ( C‘;’P}‘Ag CIKEIHEBHO NPHHUMATE
R JopasHpHH B go3e 100 mr
IpHMEPHO Yepes |2 vacon

A0 ANT T
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focle npHeMa 1035l perapara
Jlenctpuro.

[TpoTHBOONYX0/IEBHIE CpejicTBA

B3ammozeiictsie ¢
JIOPABUPHHOM WIH

JIOPaBHPHHOM
/mamuBy AMHOM /TeHo(OBHpa
CoBMecTHOE IPHMEHCHHE
JH3OLPOKCHIOM HE H3YHEHO.
RIS e ™ e HNPOTHBOIIOKA3AHO.
Oxunaeres:
| Aopasupun
(Mykims CYP3A)
Heiiponerniku
Bsamvozeiictue ¢ Heobxo 1Mo HCKIIOUHTE
JIOPABUPHHOM HIIH COBMECTHOE NpuMeHeHne. B
JAOPABHPHHOM CIIVHAc ¢ClIH COBMCCTHOC
/mamuBy gutoM /renodosupa | PHMCHCHHC He MOKET ObITh
HCKIOYEHO, ClleyeT
nias 130! HIIO) 0.
o S CHKC/IHEBHO IIPHHIMATD
. JOPaBHPHH B jloe 100 Mr
Owunactes: HpHMEpHO Yepes 12 yacor
| JopaBHpuH 1ocIe NpHeMa 1035l Ipenapara
(Munyxims CYP3A) Jlenctpuro.
[TporusorpuGKoBhIe CpecTBa M3 K/Iacea a30:108
T nopaBupuH
KEeTOKOHA30T AUC 3,06 (2,85; 3.29) K o—
(400 mr ot pa3 B cyTKH, JopaBupun 100 Mr Cumax 1,25 (1,05; 1,49) e céau:m'n ﬂ
OJIHOKPATHO) C242,75(2,54; 2,98) Tpeo) )
(Muaykms CYP3A)

Baammoneitctnme ¢
JIOPABHPHHOM WIH
JIOPABHPHHOM

TYKOHA301
payx [maMuBY 1HHOM /TeHodoBHpa
HTPaKOHa3011 Koppekims 10361 He
JIM30HPOKCHIOM HE M3YHUEHO.

103aKOHA30]1 Tpebyercs.

BOPHKOHA30/1
P Oxujaercs:

1 aopasupun
(Muaykims CYP3A)

BoKaTophl Ka/IbIHMEBBIX KaHAIOB

Baaumoneiicteie ¢
JOPaBHPHHOM HIIH
JAOPaBHPHHOM
/manMuBy 1uHOM /TeHohoBHpa

JITHA3EM Koppekimsa 10361 He
Aan JIM3ONIPOKCHIOM HE H3YUEHO. PP A

BepanaMm Tpedyercs.
Oxnnaercs:

1 nopaBupHH
(CYP3A4 unrnGurop)

[Tpenapatsl JUIst JleHe HUS MYKOBHCITHAO3a

Baamvozeiictsue ¢
JIOPABHPHHOM WIH
JIOPABHPHHOM
/maMuBY IHOM /TeHodoBRpa

Co CTHOC [IPHMEHE
ayMakadrop JUBOIPOKCHIOM He HIYHEHO. TRaRETIRG: N s

MPOTHBOIOKA3AHO,
Oskuaaercs:
| AopaBupun
(Muay ks CYP3A)

B0KaTopbl 9HAOTETHHOBHIX PEICITTOPOR
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r Baamvogeiictsie ¢ Heodxommvo uexmounTs
JOPABHPUHOM HIH COBMECTHOE NpUMeHeHHe. B
JOPaBHPHHOM CIyUae eclIi COBMECTHOE

GoseHTaH JUT30MPOKCHIOM He H3YHEHO. EEREONON0, CIAYEL
CKEAHEBHO PHHMMATH
{ AopaBHpHH B go3e 100 Mr
Oxunaerca: npEMepHo uepes 12 sacon
| sopasupun HocJie MpHeMa 035! Hpenapara
(Muaykmus CYP3A) Jenctpuro.

/1aMuBy iHOM /TeHodoBupa

[IPUMEHECHHE HE MOXKET ObITh

IpoTHBOBHpYCHEIC HPenapaTel, IefcTBYIONINE Ha BUPYE renarira C

26acBHp + rpazonpesup
(50 Mr o1GacBipa oM pas B cyTkn + 200 Mr
TPa3oUpPEBUpa O/IMH pa3s B CYTKH, J0PaBHPHH
100 Mr ozus pas B cyTxi)

1 nopasupun
AUC 1,56 (1,45, 1,68)
Caax 1,41 (1,25; 1,58)
Ca 1,61 (1,45, 1,79
(muruGuposanne CYP3A)

= a10acBHp
AUC 0,96 (0,90; 1,02)
Crmax 0,96 (0,91, 1,01)
C240,96 (0,89, 1,04)

-+ Ipasonpesup

AUC 1,07 (0,94; 1,23)
Coux 1,22 (1,01; 1,47)
C24 0,90 (0,83, 0,96)

Koppekims 10351 e Tpedyercs.

= JIOPABUPHH
AUC 1,15 (1,07; 1,24)
Cumax 1,11 (0,97; 1,27)
C24 1,24 (1,13; 1,36)

< JIeHIIacBUp
AUC 0,92 (0,80, 1.06)

Creayer MoHHTOPHPOBATH
HALHEHTOB, IPHHUMAIONIX

Aeaunackup + coocSymup Cmax 0,91 (0,80; 1,02) npenapar Jlenetpuro
COBMECTHO ¢ KOMOHHaIHelt
(90 Mr nle/umacBHpa oHOKpaTHO + 400 Mr . / .
codocGyBupa oHoKpaTHO, A0paBHpHH + cogocGysup MARISIED / codocymup,
100 Mr- ofoKpaTHO) AUC 1,04 (0,91; 1,18) IPEAMET BO3HHKHOBEHHS
Crnax 0,89 (0,79; 1,00) HEMXKeNaTe/IbHbIX PeaKipuii,
CBS3AHHLIX ¢ TeHo(oBMpa
« (GS-331007 JUTZOTIPOKCHIIOM.,
AUC 1,03 (0,98; 1,09)
Crax 1,03 (0,97, 1,09)
Oskupaeres:
| TenodoBupa
Bsanmoseiictsue ¢ Ciictyet MoHnTOpHpOBATH
JIOPABMPHHOM HIIH HalHeHTOR, MPHHHMAKONIHX
JAOpaBHPHHOM npenapat [lenctpuro
/aMuBY JTHHOM /tesodoBupa COBMECTHO ¢ KoMOnHarmeit
coocBypup / enmatacaup AMBONIPOKCHIOM He H3yueHo. | codocOyBrp / BE/IATACBHP, HA
TIpEIMET BOIHUKHOBEHUS
Onnaerca: HeKeIaTeNbHBIN peaKIii,
=+ JIOpaBHPHH CBA3AHHBIX ¢ TeHo(poBMpa
[ TeHodoBMpa JH3OTIPOKC HIIOM.
Baamvoaeiicrsue ¢
JIOPaBHPHHOM WM
copoctyeup JOPABHPHHOM Koppekims 10361 ne Tpedyercs.

/naMuBY iHHOM /TeHoGOBUpa

JH3OIPOKCHIOM He H3VYEHO.

24
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Oxniaerca:
= JIOPABHPHH

JaKIaTacBHp

Baaumozeiictene ¢
JOPaBHPHHOM WK
JIOPaBHPHHOM
/mamuBy HOM /TeHodoBupa
JBONPOKCHIOM HE H3YUeHO.

Oxmaeres:
= JOPABHPHH

Koppexiust 10351 ne 1pedyercs.

oMOHTaCBHp /naprTanpesup / pHTOHABHD

1 JacalyBHp +/-pHTOHABHp

Baamvozeiictsue ¢
JIOpPaBHPHHOM WK
JAOPaBHPHHOM
/mamuBy tHoM /Tenodobupa
AM30IPOKCHIOM HE H3YYeHO,

Osnaaeres:
1 AopaBupun
(Murubuposamie CYP3A
CBA3M C PHTOHABHPOM )

Koppekims 1031 se Tpebyercs.

JacaGysup

Baanmoeiictsue ¢
JOPABHPHHOM MIIH
JIOPaBHPHHOM
/namuBy oM /renodosupa
/UBONPOKCHIIOM HE H3YHCHO,

Oxcuaercs:

+* AOPaBHpHH

Koppexins 10351 ne tpedyercs.

FIeKalpesHp, mdpenTacBip

Baamvoneiictsue ¢
JAOPABHPHHOM HIN
JOpaBHPHHOM
/MaMuBy AHHOM /Tenodosupa
AMBONPOKCHIOM He H3YYEHO.

Oxuaercs:
1 aopaBupun
(unruGuposanne CYP3A)

Koppekiums 10311 ne mpedyercs.

pudasupun

Bsamvoneiicteue ¢
JIOPaBHPHHOM HIH
JOpaRHpPHHOM
/naMuBY JiHHOM /renodoupa
JUBONPOKCHIIOM HE H3YUEHO.

Onkcutaeres:
> JIOPAaBHPUH

Koppekims 10351 ne tpedyerca.

PacTurenbubie npenapatn

3Bepoboil PO IBIPABIE HEbII
(Hypericum perforatum)

Baamvonieiictne ¢
JIOPABHPHHOM HITH
JIOpaBHPHHOM
/1aMuBY oM /TeHodoBupa
JBOIPOKCHIOM HE H3YYEHO.

Okuaercs:
| nopasnpun
(Huny ks CYP3A)

CoBmecTHOE pUMeHEeHHE
MPOTHBOTIOKA32HO.

lIpoTusoBmpycHbie (BHY) cpejicTBa

TCHO(OBHpa AHOUPOKCHIT

“~ JopaBHpu

l Koppexims j10351 e Tpebvercs.

25
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(300 Mr oamu pas B cyTn, AUC 0,95 (0,80; 1,12)
ZopaBHpHH 100 MT 01HOKpaTHO) Cmax 0,80 (0.64; 1,01)
C240,94 (0,78; 1,12)
« 1I0paBHPHH

AUC 0,96 (0,87; 1,06)

Cunax 0,97 (0.88: 1,07)
C24 0,94 (0,83, 1,06)

JIAMHUBY IHH + TCHO(OBHPA AH3OIPOKCILT

(300 Mr namuBy TuHa oaHOKpaTHO + 245 Mr

TeHO(OBHPA AM3ONPOKCIIA OHOKPATHO,
JopasupiH 100 Mr oHOKpaTHO)

> TAMUBY JIHH
AUC 0,94 (0,88; 1,00)

Koppeximsa 10361 He Tpebyeres.
Cinax 0,92 (0,81; 1,05)

1 Tesodonup
AUC 1,11 (0,97, 1,28)
Cumax 1,17 (0,96, 1,42)
HayvyHoeypeccanTrl
Bsanmozeiictsue ¢
JOPaBHPHHOM WIH
ACpPABHPHHOM Heo6xo11M0 MOHHTOPHPOBATS
/naMuBy AMHOM /TeHodoBHpa KOHICHTPAITIO TAKPOTHMYCa H
TAaKpOJIHMYC JH30IPOKCHIIOM HE H3VHCHO. CHPOIMMYCa B KPOBH, TaK Kak
CHpOJIMYC MOXKET noTpefoBaThes
Oskuaaercs: KOPPEKTHPOBKA JIO3bI Jid HHBIX
= JIOPaBUPHH BemecTs.
| Takpomimyce, cuponmyc
(Mmry ks CYP3A)
HuruGurops! kunasn
Bsamvozeiictsue ¢ HeoGxoamumo vekmoanTs
JOPABHPHHOM HIH
JIOpaBHPHHOM
nabpadennc

COBMECTHOE MIpIMeHeHne. B

CIIy4ae ecii COBMECTHOE
[maMuBy MHOM /TeHopoBRpa

IPHUMEHEHHe He MOKET GhITh
AMBOIPOKCHIOM HE H3YHCHO,

HCKTIOYEHO, CllejIveT

€IKEIHEBHO IPHHIAMATD
JopaBupuH B f03¢e 100 Mr
Oexpmro; HpIMepHO Hepes 12 yacon
| Mopasupun locIie npiHeMa Jo3sl Ipenapata
IIpoune
HeoGxomMo 110 BoaMoxkHOCTH
HCKIOYHTH HOCTOAHHOE
COBMECTHOE IIPUMEHCHHE
npenapara Jlenctpuro
Omxpa'“mﬂ J03a COBMECTHO ¢ MperapaTaMH,
aMHBY HHA B BHIC COIEPHKALIMU cOPOHTON ik
pacTBOpa s mpHeMa ApyrHe DOTHCIMPTH ¢
pacTBop copGirona BHYTPH 300 Mr OCMOTHYECKIM JISHCTBHEM
(3.21,10,2 1, 13,4 rY/namumy auu UMSED, ReRguTo,
MaHHHTO, JTAKTHTOL,
TR o MansTiTON). B enyuae ecin
AUC L 14%; 32%; 35% i e e i
Conax ¥ 28%; 52%; 5% HPHMEHCHHE HE MOWKET ObITh
HCK/IOYEHO, CIICYVET OLICHHTEL
HeoGxomMocTh Goliee yactoro
MOHHTOPHHIA BHPYCHOI1
narpyakn BHY-1.
OmMoMIHbIC AHATLICTHKH
MeTajloH | nopasupun
(20 - 200 Mr ouH pas B cyTKH AUC 0,74 (0,61; 0,90) K ~W,
HHIHBHIIY Q1bHO NoA00paHHas j1o3a, Crax 0,76 (0,63, 0,91) OPPEKIHA 1036l He TpeOyeTes.
AopaBupuH 100 Mr o111 pas B cyTkH) C140,80(0,63; 1,03)

L
M
(& |
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— R-meTtanon
AUC 0,95 (0,90; 1,01)
Crnax 0,98 (0,93; 1,03)

C14 0,95 (0,88; 1,03)

« S-meTajion
AUC 0,98 (0,90, 1,06)
Crax 0,97 (0,91 1,04)
C1240,97 (0,86; 1.10)

Gy npenopdun
HATIOKCOH

/namuBy oM /renodoBupa
JUMIONPOKCHIIOM HE H3YYEHO.

Baamvoseiictsue ¢
JIOPaBHPHHOM HIIH
JIOPABHPHHOM

Oxunaercs:

> Oynpenopdun
— HAJIOKCOH

Koppexius 10361 He Tpebyercs.

ITepopasbHbie KOHTPaLEITHBE

0,03 Mr sTHHWDCTPaKONA + 0,15 Mr
JICBOHOPIECTPEIa OJHOKPATHO,
nopasupun 100 Mr oamH pas B cyTkn

= STHHI/IICTPAIHON
AUC 0,98 (0,94;1,03)
Cinax 0,83 (0,80; 0,87)

1 neBonoprectpen
AUC 1,21 (1,14; 1,28)
Cuax 0,96 (0,88; 1,05)

Koppexims 10361 He Tpebyercs.

HOPreCTHMAT/ STHHIISCTPAHO

Baammoneiictsue ¢
JIOPABHPUHOM WIH
JLOPaBHPHUHOM
/IaMHBY JiHOM /TenogoBupa
JIMBOTIPOKCHIIOM HE H3VHEHO.

Oxknjaercs:
«+ HoprecTumar/
STHHHIIBCTPATHO

Koppexius 10361 e Tpedyercs.

IeuxoeTHMy ISTOpP B

Baamvoseiictsue ¢

JIOPABUPHHOM HIH
JAOPABHPHHOM

/namuBy punoM /Tenodosmpa

Heobxoamvo nexnoumrs
COBMeECTHOE NpHMeHeHue, B
CIY4ae eCii COBMECTHOE
HPHMEHCHHE He MOKeT GbITh

HCKTIOYEHO, CACAVeT

MojtagHHIT JUBONIPOKCHIIOM He H3YHCHO. CWEHCRHO DPIHIMATS
JIOpaBUpHH B 03¢ 100 MT
Oxuaercs: npip::tepm uepes 12 yacos
| Jopasipun 1ocsie IPHeMa JIo3hl Ipenapara
(Mnayxms CYP3A) Jlenctpuro.
CejlaTHBHBIC / CHOTBODHBIE Cpe/ICTBA
MHIa3071aM | Muazonam
(2 MI OJIHOKPATHO, AUC 0,82 (0,70, 0,97) Koppexims 10361 He Tpebyerca.
AopaBupus |20 Mr oJHH pa3 B CyTKH) Crmax 1,02 (0,81, 1,28),
nnomtmiemiteckie cpeactsa, MHrHOHTOpH I MI-KoA-pety kTassi
aTOPBACTaTHH “= aTOPBACTATHH
(20 Mr ojtHOKpaTHO, AUC 0,98 (0,90, 1,06) Koppexiusa 10361 He TpeGyercs.
JIOP 100 Mr oy pa3 B cyTkm) Cmax 0,67 (0,52 0,85)
pOSyNAGTS T Baanmoneiictsue ¢
AOPaBHPHHOM HIH Koppexkis 10361 He 'eTCH.
CHMBACTATHH gop:fﬂp“m“ ppe ety
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/maMuBY IHOM /TeHodoBMpa
JAMIONPOKCHIOM HE H3Y4eHO

Okujaeres: -
“* PO3yBacTaTHH
= CHMBACTaTHH

= YBE/IHYCHHE, | = YMEHbIICHHE, < = (e3 H3MCHCHMI
JH = posepure LHbiii HHTEpBAT
*AUCo. 115 02HOKpaTHOM 10351, AUCo.24 /15 IIPHEMa OJIMH Pa3 B CYTKHL.

OCOBBIE YKA3ZAHUA

BbL10 f0Ka3aHo, uto d¢dekTHBHOE nojaBreHmMe BHPYCA MOA AelCTBHEM AHTHPETPOBHPY CHOI
TEpanuu 3HAYUTEILHO CHUAACT pHCK nepeiayn BHY-1 nonobiv nyTem, 01HAKO OCTATOYHBII
PHCK He moxker Obimb uckmouen. Creayer npuHUMATh Mepbl NPeAOCTOPOIKHOCTH 1181
NpeIOTBPALLCHHS NEPEIATH BHPYCA B COOTBETCTBHH C HALMOHATHHBIMH PEKOMEH AALIHIMH.
3amenst HHHOT u npumenenue dopasupuna

[puvenenne 10paBupiHA Y NMALMEHTOB, ¥ KOTOPBIX paHee OTCYTCTBOBAT BHPY COIOrMYECKHIi
OTBET HA KaKYI0-110O AHTHPETPOBHPYCHYIO TEPANHIO HE W3YUaTH. HHHOT-accounnposannsie
MYTALHH, BbIABICHHbIC NPH CKPUHMHIE, ABIATHCH KPHTEPHAMH MCKTIOUEHHS B MCC/IE10BAHHSX
as 2b/3. TMoporosas TOYKa CHHKEHHS YYBCTBHTEILHOCTH B pesyabrare pazanuneix HHHUOT-
3AMEH, KOTOpas CBA3AHA CO CHIDKEHHEM KIMHHUYECKOH 3((ekTHBHOCTH, yeTaHoBAeHa He GbLia
(em. pasaen «apsakoounaruray). JIocTaTouHble KIMHHYECKHE JAHHBIE, NOATBEPAAAIONIHE
MPUMEHEHHE J0PaBHPHHA Y nauuMeHToB, HHOUUMpoBanHex BHY-1, ¢ HaamumeM A0Ka3aHHOI
PE3UCTEHTHOCTH K npenapatam kaacca HHHOT, orcytersyior.

Taxcenroe obocmpenue zenamuma B y nauuenmos ¢ ko-undpexuueis BHY-1 u BI'B

Mo Hauana mposeneHns aHTHPETPOBMPYCHOIl Tepamiu Bee naumenTsi ¢ BUY-1 JLO/A#HBI OBITH
NpoBepeHbl Ha Hannuue supyca renarnta B (BI'B). V nauuenros ¢ ko-nnexumeii BUY-1 u BI'B
coobwanock o Tsukenom obocTpenun renatuta B (Hanpumep, AekoMneHcauHs QYHKLUMH NeyeHn
H NICUCHOMHAA HE0CTATOYHOCTD), KOTOPOE MPHBOAHIIO K NPEKPALIEHHIO IPHEMA JAMHBY THHA IIH
TeHO(pOBHPA AM3ONPOKCHIIA, ABYX AEiCTBYIOIIMX BELIECTB npenapara Jeacrpuro. V naumeHTos
¢ ko-undexuneii BUY-1 n BI'B cieayer TwareasHo MOHHTOPHPOBATE KJIHHHYECKHE H
71a0OpaTopHble NPH3HAKI B TEUEHHE KAK MMHHMYM HECKOJAbKHX MECALEeB Mocie npexpaueHns
Tepaniu npenaparom [leactpuro. [lpn neoGxommmoctn Moxker GbITh 1e1ec00GPA3HBIM HAYATO
Tepanun BI'B, ocolenno y naumentoB ¢ nporpeccupyvioums 3abo1esanneM neueHH M
LHPPO30M, TaK Kak 00OCTPeHHE MOce 1eUeHHs MOKET NPHBECTH K ASKOMNEHCALHH by HKLH
MEUSHH M NEYEHOYHOI HEeJ0CTATOYHOCTH.

Bnepsuie evinenennsie napywenus (ynkuuu nouex aubo ux yxyomenue

Hapywenue Qpyukumm novek, BKIOUAs CIyuan ocTpoil NoOYeUHOil He0CTATOUHOCTH CHHAPOM

DankoHH (MOBPEKIAEHHE KAHATLUEB MOYEK C TSHKEIOi runodocdaremuei), oTmMeyarocs npu
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HCMONBL30BAHMH TEHO(OBHPA AM3ONPOKCHIA, OZHOrO M3 JEHCTBYIOLIMX BEmlecTs npenapara
Hencrpuro.

[penapar [leactpuro He creayer npuHHMAaTh OJHOBPEMEHHO ¢ HedpPOTOKCHUHBIME
/ICKapCTBEHKBIMH Npenaparamu, 1n60o BCKOPE MOC/e X MPHMEHEHHs (HanpHMep, IPHEM BbICOKHX
A03 WM 0HOBPeMeHHBII nprem HeckoabknX HITBIT) (em. pasaen «Bsaumooeiicmsue ¢ opyeumu
Aekapemeennoimu cpeocmsavuy). Y BHY-HHQHUMPOBAHHBIX MaLMeHTOB ¢ daxropamu pucka
PasBHTHS AMCHYHKUMH NOYEK, COCTOAHHE KOTOPHIX OCTABATOCH CTAGHIBHBIM NpH TepanuH
TEHO(OBHPA IH3OMPOKCHIOM, COOBATHCE Cayyan OCTPOIl MOYEUHOI HEAOCTATOMHOCTH NOCTe
Hauana npuema BBICOKHX 103 wam Heckonbknx HIIBIT CocrosHme HekoTOphIX naumeHTos
TpebOBAIO rOCHUTATH3AUMH M 3aMECTHTEIbHON MOYeUHOI Tepanuu. Y nauMeHToB ¢ PHCKOM
BOSHHKHOBEHHS AMCHYHKUHM NOYEK MPH HEOOXOAMMOCTH CieayeT PaccMOTPETEh ATbTePHATHBI
npumenennio HIIBIT

[locTosnas nan ycuampaiowmasicss 6071k B KOCTSX, 6071b B KOHEUHOCTSX, neperoMbl H/HaH 60k B
MBILILEAX HIH C1a00CTh MOTYT SIBASTLCS CHMITTOMAMH NPOKCHMATLHOI NOYeuHOi TyOyonariu u
TPeby 10T OLeHKY (yHKLHHN MOYeK Y NALHEHTOB 13 rPYIIbl PHCKA.

Pexomenayercs ouenmBare pacuernsii KK y Bcex naumentos 10 Hauata Tepanuu M Kak
Tpebyercs KIMHHYECKH B XOJe Tepanuu Npenaparom Henctpuro. ¥V naumeHToB € pHCKOM
AMCOYHKUMH MOYEK, BKIIOYAs NAUMEHTOB, Y KOTOpbIX BO Bpems Tepanuu azedosupa
AHMHBOKCHIOM yIKe OTMEUATHCH NMOAOOHBIE SBICHHS, PEKOMEHIOBAHO OLEHMBATH PACYETHAbI
KK, cbiBopotounsiii pocop, rmokosy B Moue u 6e10k B Moue 10 Hayaia TepanuH npenaparom
Jencrpuro, creayer oueHnTs HEOOXOAMMOCTL GO1€e YacTOro MOHHTOPHHIa (YHKLUHH MOYEK BO
Bpewms Tepaniu npenaparom JIeacTpuro B COOTBETCTBHHM ¢ MEIHIMHCKHM COCTOSHHEM NalieHTa.
JlamuBy H 1 TeHODOBHPA AM3ONPOKCH B OCHOBHOM BBIBOIATCS MOUKAMIL Ipuem npenapara
Hlencrpuro caeayer npexparuts, ecan pacuerssii KK OnycKaercst Huxe 50 MU/MHH, B CBA3M ¢
TeM, 4TO HeoOXOAMMOE M3MEHEHHE peKHMa 103MPOBAHMS JaMHBYAHHA M TeHodoBHpa
AH3ONPOKCH.IA HEBO3MOMKHO JOCTHIHYTh MPH TEPaNHy MPenapaToM, COCTOSIINM H3 KOMOHHAIIH
duxcupoBannbx 103 (M. paszaen «Cnocod npumenenus u 003b1»).

llomeps Kocmuoil mkanu u napywenus munepauzayuu

Munepanbnas niomrocme kocmuoit mranu

B kmuunyecknx wneciaenosanmsx y BHY-1-unduumposanmbx B3POC/IBIX MAUHEHTOB TIPHEM
TEeHO(OBMPA IM3OMPOKCHIA CONMPOBOKAAICH 3HAYHTEABHBIM  CHIDKEHHEM MHHEpaTbHOI
MJI0THOCTH KocTHOH Tkanu (MITKT) u noebnuenmnem YPOBHS OHOXHMHYECKHX MapKepos
MeTabonu3Ma KocTell, YTO CBHIETENLCTBYET O TOM, YTO OH VCH/IHBAET MeTaBOTH3M KOCTHOI

TKAHH OTHOCHTE/ILHO Npenaparos CPaABHEHHA. CblBOpOTO‘-lHaH KOHUCHTpALMs NaparupeoHIHoro

- TOpPMOHa M KOHUeHTpauMs |,25-aurmapokcusutamuia D ObUin Takke Bblle Y MaLHEHTOB,
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noayyaswux TeHoposupa ausonpoxcua. B APYTHX HCCACAOBAHHAX (MPOCHEKTHBHBLIX M
nonepeunbix) Hanboaee BripakenHoe cHikerne MITKT coobmatocs V MAUHEHTOB, MOIVYaBILIHX
TeHO(OBHPA AM3OMPOKCHT KaK 4acTh CXEMbl TepanuH, coaepiKaulei yCHICHHbIT HHrHOUTOp
npoTeassbl.

Hapyiuenus co cropons! kocTHOll Tkauu (MHorza CrOCOBCTBY IOLLE TIEPETOMaM) MOIYT ObITh
CBA3AHBI C MPOKCHMAIBHOMN MoyeuHoil TV Oy 1onaTneii.

Bansume accoumuposanubix ¢ npueMoM TeHopoBmpa auzonpokcuaa umenenmii MITKT n
OHOXMMMYECKHX MapKepoB Ha ACATOCPOYHOE COCTOSIHME 310POBbS KOCTEll M PHCK NEPeIoMOB B
Oyaymem Hemssectno. Creayer npeaycsmorpere ouenky MITKT y BHY-uupuumpoBanHbIX
BIPOCIBIX MAUMEHTOB C MATOJOTMYECKMM MEpeloMOM KOCTell B aHaMHese IiIM JpYTHMH
(akTopamu pucka ocreonoposa win NOTEPH KOCTHOI TKauu. XOTs BIMSHHE NPHEMA KATbLHs |
BuTavMuHa D He n3yuanocs, 1auubli B noAAPKIBaIOLIEI TepanHH MoKeT ObITh NOIE3HbIM 118
BCEX MAUHEHTOB. EC/n 0XMIAI0TCS HAPYILIEHHS CO CTOPOHBI KOCTHOI TKaHH, CIeAVeT MOAVIHTb
COOTBETCTBYIOLLY IO KOHCY.IbTALIHI.

Hapyuenus munepanuzayuu

Coobmanuck ciayuan ocTeoMansiim, CBA3AHHOI ¢ NPOKCHMATBLHOI KaHanbLeBoil TyOy1onaTueii,
NPosIBSIOLIEiiCH Kak 00/b B KOCTAX WM KOHEYHOCTSIX M CnocobeTByOMmEeli BO3HHKHOBEHHIO
MIEPEIOMOB, CBA3AHHBIC C NPHEMOM TEHOPOBHPA TM30NPOKCHI. ApTpatrus H 60k Win ¢1a60CcTh
B MBILILAX TaKKe cOOOWATHCh MPH MPOKCHMATLHON KaHATHLEBOI TyOyaonatun. Caeayer
MPOBEPHTEL NMPH3HAKH THIO(OChATEMHHM H  OCTEOMATALIMH, BTOPHYHBIE MO OTHOLIEHHIO K
MPOKCHMATBHOI KaHA1bUeBOi TyOyj10maTHW, y nauueHToB c PHCKOM HapyueHHs (GyHKIHH
MOYEK, ¥ KOTOPBLIX BO BPeMs TePAnuH NpenaparaMu, coAepxKaiinMi TeHO(OBHPA AU30MNPOKCHIIL,
OTMEUAOTCH CTOHKHE HIH Y CHHBAIOIINECH CHMITTOMBI CO CTOPOHBI MBIUII H KOCTeii (cMm. pazaen
«Ocobvie yrazanusy).

Cosyecmusiit npuem ¢ opyzusu NPOMUEOSUPYCHBLMI NpEenaApamamu

[penapar [leactpuro He cieayer npuHmMaTth OAHOBPEMEHHO € JAPYTHMH JIEKapCTBEHHBIMH
MpEnaparaMu, COACPKALMMH  AMHBY AMH, WIH TPENapatamy, CoAepkKaluMu TeHo(oBIpa
AU3OMPOKCHT,  TeHohOBHpPAa  anadeHaMua WM azepoBupa  AuMMMBOKCHA  (CM. paszen
«Bsaumooeiicmeue ¢ opyaumu rexapcmeennviMi cpeocmeamun).

[Npenapar Jleactpuro He cieayer npHHUMAThL OHOBPEMEHHO C AOPABHPHHOM, 3@ HCKITFOUEHHEM
CydaeB, KOraa HeoOXOAMMa Koppekuusi 103l (Hampumep, ¢ pudabyturom) (cm. pasaensi
«Cnocod npuvenenus u 003vi» u «Biauvooeiicmeue ¢ OpY2UMU NEKAPCMBEHHBIMU CPEOCMBAMU ).
Henonvzosanue ¢ unoykmopamu CYP3A

Caenyer coBaionath OCTOPOKHOCTL NMPH HA3HAYCHMHM npenapara Jleactpuro coBMecTHo ¢

ICKAPCTBEHHBIMH  MPEMApaTavMH, KOTOPbIE MOTYT YMEHBIIATh IKCMOHUMIO JOPABHPHHA
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(em. pasaeast «C ocmopoxciocmeio» n  «B3aumooeiicmeue ¢ opyauMu  1€KapcmeeHHbIMU
CPeOCmEaMuy).

Cunopom soccmanosiienus ummynumema

CHHAPOM ~ BOCCTAaHOBIGHMS HMMYHMTETa ObLl ONMCAH Y MNAUMEHTOB, MOTYYABLINX
KOMOMHHPOBAHHYI0 ~ aQHTHPETPOBHPYCHYIO  Tepanuio. Bo  BpemMs  HauaIbHOI hassl
KOMOHHMPOBAHHOIO AHTHPETPOBMPYCHOTO JIEYEHHS Y NAUHEHTOB C OTBETOM CO CTOPOHBI
MMMy HHOI CHCTE@MbI MOKET Pa3BUTCS BOCHATHTE IbHbII OTBET HA MEUTEHHO MPOrPeccHpy oIHe
HJIH OCTATOYHbIE ONMOPTYHHUCTHYECKHE HHpeKkiy (Takne kak nHdekuus Mycobacterium avium,
LIUTOMETAIOBHPYC, MHEBMOHMS, BbI3BaHHAs Preumocystis firovecii (PCP) uin TyGepky.ies), uto
MOKET NOoTpedoBaTh AOMOIHHTEIBHON OLEHKH H TUEHMUS,

Taoke coobwarock, uT0 B YCAOBHAX BOCCTAHOBIASHHS MMMYHMTETA MOTYT Pa3BHBATHCH
ayTOMMMY HHbIE HapyweHHns (Takue kak 6oae3us I'peiiBca, ayTOMMMY HHBIH FeNaTHT, NOAHMHOZHT
u cunapom Initena-bappe), oanako BpeMs MX HACTYIUICHHS MEPEMEHHO, W MOKET MPOH3OITH
4epe3s MHOIO MECSLEB 10¢/]1e Hauana JedeHus.

Jakmosa

[lpenapar [leactpuro coaepiut naktossl MoHoruapar. Ilpnvenenne npenapara Jlenctpuro
NpPOTHBOMOKA3aHO  MPH  HENEePeHOCHMOCTH  1aKTO3bl,  AeduuMre  JaKTasel WM

FIIOKO30-TANaKkTO3HOI MatbadbcopOumnu

BJIMAHHUE HA CIIOCOBHOCTb VYIIPABJIATDH TPAHCIIOPTHBIMH
CPEJICTBAMM, MEXAHU3MAMH

[Npenapar [leacTpuro MOXeT OKasblBaTh HE3HAYHTENLHOE BAMAHHE HA CMIOCOGHOCTH YIIPABISTH
TPAHCNOPTHBIMH  cpeacTBamn  u paborare ¢ mexawmsmamu. Ilaumentos ciaeaver
NPOHH(POPMHPOBATL O TOM, YTO BO Bpems jeueHus npenaparom Jlencrpuro coobwatock o
MOBLIIIEHHOH  YTOMISEMOCTH, TOJOBOKPYKEHHH H COHAMBOCTH (oM. pasaen  «/Todounoe
oeticmeue»). ITO CAEIYET YUHTBIBATH TNPH OLIEHKE CHOCOOHOCTH NALMEHTA YNPABISTH

TPAHCNOPTHRIMH CPEACTBAMH H pa60'rzm, C MEXAHH3MAaMH.

P OPMA BBIITYCKA

Tabaerkn, nokperreie mieHouHoi 06010uKoit, 100 Mr + 300 Mr + 245 mr.

ITo 30 tabaerok Bo (aakoH M3 MOAMITHICHA BLICOKON NJIOTHOCTH, 3ANASHHBI 3AUIMTHOMN
memOpanoit 13 aTroMHHIEBOI (POAbIH, 3aKPHITHI NOIHNPONHICHOBOI KPBIILIKOii ¢ YCTPOHCTBOM
NPOTHB BCKPBLITHA JETbMH M COAeprKauiuii Braronoriowalommii(ne) xouteiiHep(sl) ¢ 61
CHIHMKares.

Io 1 pnakony BMecTe ¢ HHCTpY KiHei MO MEAHLMHCKOMY MPHMEHEHHIO B NAUKY KAPTOHHYIO.
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YCIOBHUA XPAHEHUSA
XpauuTh npu Temnepartype e oiwe 25 °C B OPUrHHATHHOIN YNIakoBKe (BO (rakoHe).

XpaHHTb B HEJOCTYNHOM 115t JeTeil MecTe.

CPOK I'OJJHOCTH
2 roaa.

He ncnonae3osars no uereueHnu CpOKa roaHoCTH.

YCJIIOBHA OTITYCKA

OTnyckaioT no peuenty.

NMPOU3BOJUTEJIb

Ipousseaeno:

MCJ1 Untepuawna M'mGX, Upaanans

MSD International GmbH, Kilsheelan, Clonmel, Co. Tipperary, Ireland
Beinyckawomuii KOHTPOIb KayecTsa:

Mepk Llapn u loym b.B.. Huaepaanap

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

BJIAJIEJIELL PEIT’MHCTPALIMOHHOI'O YAOCTOBEPEHHUA/OPTAHU3ALINA,
NPUHUMAROIIAS ITPETEH3HH OT NNOTPEBHTEJIEN

000 «MC /] ®apMacblOTHKAIC

va. Tumypa @pynze, a. 11, crp. 1

r. Mocksa, Poccns, 119021

Ted: (495) 916-71-00

thakc: (495) 916-70-94

Crneunatuct oraena
no paboTe ¢ pery/IsTOPHbIMH OpraHaMu

000 «MC /1 ®apmackioTHKAICH Camkosa O.C.




