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NMHCTPYKLIUA
1O MEJMLTMUHCKOMY TTPUMEHEHHIO JIEKAPCTBEHHOI'O ITPEITAPATA

TEJ3UP® / TELZIR®
Perncrpaunonnsiii Homep:
Toprosoe nanmenopanne: Temsup® / Telzir®.
MeskayHapoaHoe HenmaTeHTOBAHHOe HAaUMeHOBaHue: (ocaMIIpeHaBup.
JlexkapcrBenHasi popma: CycrieH3us JUis IpUeMa BHYTpPb.
COCTAB

1 M CYCIICH3HHU COACPIKHUT:

HaumMeHoBaHHEe KOMIIOHEHTOB KosuuecTBo, Mr
Heticmesyowee seuecmso
docamMnpeHaBUp KalbLHs 61,0
(B mepecueTe Ha (hocamMIpeHaBUD) (50,0)
Bcnomozamenvhule seujecmsa
IIponmieHrmuKoNb 10,2
I'unpomerioza 4000 cps 4,1
Cyxkpano3sa 3l
Merunmnaparuipokcuden3oar 15
[Iponunmaparuipokcuden3oat 0,2
[Tomucopbar 80 1,0
Kanpuus xnopujaa guruapar 0,5
WckyccTBeHHBIH BUHOTpaaHbIi apomaTtu3aTop Ne 998 10,2
HarypanbHnsiii MsiTHBIH apomaTtuszarop Ne 104 2,0

Boja ounnieHHas o 1,0 M

OIIMCAHHUE

Cycnemnﬂ ot 6esoro J0 IIOYTH 0eJ1oro 1BeTa ¢ XapaKTCPHBIM 3al1aXxOM BHHOT'paJa U MSATHI.

OAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA
IIporuBoBupycunoe (BUY) cpenctso.
Konx ATX: JOSAEO7.
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®APMAKOJIOTUYECKUE CBOMCTBA
dDapMakoAHHAMHKA
Mexanusm oeiicmeus

[IpoTuBOBHpYyCHAst aKTUBHOCTBL in vifro, HaOmrojaemasi NpH INpUMEHEHUH (ocaMIpeHaBUpa,
00yCIIOBJIEHA HAJIMYUEM CIEJIOBBIX KOJMYECTB aMIIpEHaBHpa. AMIIPEHABUD  SIBISIETCS
KOHKYPEHTHBIM HMHruburopom mnpoteassl BUU-1. AmnpeHaBHp CBS3BIBaCTCS C AKTHBHBIM
neHtpom mnporeazsl BUY-1 m TeM caMbIM mpeioTBpamaeT IMpOLECCHPOBAHHE BUPYCHBIX
HOJMIIPOTEHHOB-TIpeecTBeHHUKOB Gag u Gag-Pol, npuBoas k 00pa3oBaHHMIO HE3peNbIX
HEMH(EKIIMOHHBIX BUPYCHBIX YACTHII.

IIpumenenue docamnpenasupa B go3e 700 Mr Ba paza B CyTKH ¢ puTOHaBHpOM B j103e 100 Mr
JiBa pa3a B CYTKM IPHUBOJMT K IOBBIIICHUIO KOHIIEHTPAIMH aMIIpEeHaBHpa B IUIa3ME KPOBH
(pe3ynbratel uccnenoBanus APV30003 y manneHToB, paHee MOJTyYaBIIHX aHTHPETPOBHPYCHYIO
TEPAIUIO) U 3HAYECHUSIM CKOPPEKTHPOBAHHOTO cpeaHero cooTHOmEHUs! Cmin/UKso 1 Cmin/MKos
oenka (MK — unrubupyromas KoHIeHTpamus), coctapiustomumM 21,7 (muamnaszon 1,19-240) u 3,21
(mmamnazon 0,26—-30,0) COOTBETCTBEHHO.

Peszucmenmnocms in vitro

B uccreoBaHusIX METOZOM CEpUIHBIX Maccakeil ObUIO MOKa3aHO, UTO MyTalus mpoteassl IS0V
SBIISIETCS KJIFOUEBOW B Pa3BUTHU PE3UCTEHTHOCTH K aMIIPEHABHUPY in Vilro; B Cllydac BapHAHTOB
BUpyca ¢ TpoiHOU wMmytammed [SOV+M461/L+147V  3nayenus 50 % uHruOupyromei
xonuentpauuu (MKso) uis amnpenasupa Bospacraror 6osee yem B 10 pas. TTogoOusrnii npoduis
PE3UCTEHTHOCTH IPU HAIWYUU TPOMHOM MyTallMu He HAOMIOJAJCs NPH NMPHUMEHEHHH IPYTHX
MHTUOUTOPOB NPOTEa3bl KaK B UCCIIEIOBAHUSX in Vilro, TAK U B KIIMHUYECKUX YCIIOBHSIX. [n vitro
BapUaHTHI BUPYCa, PE3UCTEHTHEIE K aMITPEHABHPY, COXPAHSIIA YyBCTBUTEIHLHOCTh K CAKBUHABHPY,
MHIMHABUPY M HEJI(UHABHPY, HO MPOSBIISUIM CHUKEHHE YyBCTBHTEILHOCTH K PUTOHABHPY B 3—
5 pa3. Tpoiinoit myranTHbli mtamm [5S0V+M461/L+147V 6bu1 HecTaOuiIeH IpU naccaxe in vitro
B IIPUCYTCTBMM CaKBMHABUpPA, IIPU 3TOM HaOmojanzack noreps myrauuud 147V u pasButue
PE3UCTEHTHOCTU K CAKBUHABHUPY, YTO IMPUBOJIUIO K IOBTOPHOMY IOSBICHUIO YYBCTBHTEIBHOCTH
K amnpeHaBupy. Ilaccaxk TpoHHOro MyTaHTHOro INTaMMa B TPUCYTCTBHH HWH/MHABHpA,
HeladuHaBHpa WIM PHTOHABHPA NMPHBOJAMII K CEJEKIHH JOMOJIHUTEIBHBIX MYTAIlMil MpoTeassl,
BEAyIIUX K Pa3BUTHIO JBOMHOI pesuctentHocTH. Myranus 184V, BpemenHo HaOmoxaeMas
in vitro, pelKO IOSBISUIACH BO BpEMs Tepanud aMIpeHaBHUpOM. JONOJIHHUTEIbHBIE JaHHBIE,
IIOJly4YEHHBIE B HEJABHO IIPOBEJEHHBIX MCCIIECJIOBAHUSX METOJOM Iaccaxei in vitro, Taxxke
IO3BOJIMIM BBIABUTH CEJIEKLUUIO MyTanuii mporeaszsl 154M u V32I+I147V B npucyrcTBuM
aMIIpeHaBHpA.

Pesucmenmnocme in vivo: nayuenmel, panee ne noiyyasuiue aHmupemposupyCcHyo mepanuio
(APT) unu mepanuio unzuoumopamu npomeaswi (MI11)

B nmporpammax uccieioBanuil mpuMeHeHus aMIipeHaBupa/pocaMipeHaBupa, Kak ¢ COBMECTHBIM
IIPUMEHEHUEM PUTOHABHUPA, TaK U 0€3 HEero, U3ydasil pa3jIiuyHble PEKUMBI TepATui. AHATH3 IPod
B CJIy4asiX BUPYCOJIOTHYECKOH HEI()(HEKTUBHOCTH JICYEHHUS IIPH ITUX PEKUMAX TEPAITHH ITO3BOJIHII
YCTaHOBHUTH YETHIPE OCHOBHBIX IIYTH pa3BUTUs pesucteHTHOcTH: V32[+147V, IS0V, I54L/M n
I84V. JlonomHUTENbHBIMU HAOMIOAEMBIMM MYTAIMSIMH, KOTOpPbIE MOIYT BHOCHTH BKJIaJ B
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pasBUTHE pe3UCTEHTHOCTH, sBisuuck: L10V/F/R, 113V, K20R/T, L33F/V, M361, M461/L, 147V/L
QS8E, 162V, L63P, V771, 185V u I93L.

Ilpu mpuMenenun Ttepanuu (ocaMIpeHaBUPOM + PUTOHABUPOM B PEKOMEHJYEMBIX 103aX Yy
B3pOCJIBIX MAIMEHTOB, paHee He nosydyaBmuX APT, kak W npu Apyrux pexumax Tepandd ¢
npumenennem UII, ycuneHHBIX pUTOHABUPOM, ONMMCAHHBIE MyTallM¥ HaOJIOJAIMCh HeyacTo. B
uccienoBanun ESS100732 y 16 u3 434 namuentoB, panee He nouyuasmux APT, xotopsie
npunumManu Qocamnpenasup 700 Mr + purtonaBup 100 Mr jgBa pasza B cyTkM, k 48 Hemene
Ha0/mojanace BHpycojorudeckas Hed((heKTHBHOCTh JiedeHHS ¢ 14 TeHOTHIMpPOBAHHBIMH
usonsaTaMi. ¥ 3 u3 14 U30JI9TOB UMENUCH MyTallHH PE3UCTEHTHOCTH K HHIHOWTOPaM IIPOTEas3bl.
OpHa U3 MyTanuil pe3uCTeHTHOCTH HabJIoAanachk B KaxaoM u3 3 usonaros: K20K/R, 1541/L u
I931/LL cooTBETCTBEHHO.

[Ipu npuMeneHun Tepanuu GocaMIpeHaBUPOM + PUTOHABHPOM Y MAIMEHTOB JIETCKOTrO BO3pacTa,
panee He moay4aBmmx Tepanuio MIIL, y 15 u3 81 manumenrta HaGmoamack BUPYCOIOTHYECKas
Hed(PEKTHBHOCTD, OIpe/ie/IeHHass MPOTOKOJIOM JIeYeHHs, Ha TNpOTsHkeHuu 48 Hexenb B
uccnenoBanu APV29005 u o 108 wenenu B mccnenoanuun APV20003. B u3onsrax Bupyca,
BBIJICIEHHBIX Y JBYX IIALIUEHTOB, HAOMIOJAIUCH TJIABHBIE MYTAIl[MM PE3UCTEHTHOCTH K
MHIHOMTOpaM IpoTeassl, CBI3aHHEIE ¢ NIPUMEHEHHEM amripeHasupa. [Tpoduim pesrcTeHTHOCTH
OBUIH CXOJHBI C TAKOBBIMH Y B3POCIIBIX MAI[HEHTOB.

Pesucmenmnocms in vivo: nayuenmei, nonyvasuiue mepanuto uneubumopamu npomeaswt (UI1)

Awmnpenasup. B uccnenoanuu PRO30017 ¢ ygacTreM B3pOCIIbIX HAIMEHTOB, PaHee MOTyYaBIIuX
tepanuto U1 (amnpenasup 600 mr + putonasup 100 Mr JiBa pasza B CyTKH B CyOHCCIIEI0OBaAHUSIX
A u B ¢ ygactuem 80 u 37 maumeHTOB COOTBETCTBEHHO), Y MAIIMEHTOB C BHPYCOJIOTHYECKON
Hed((heKTUBHOCTRIO BO3HMKaMM cieayromue mytamuu: L10F/I/V, V111, 113V, K20R, V32I,
L33F, E34Q, M361, M461/L, 147V, G48V, 150V, I54L/M/T/V, QS8E, D60E, 162V, A71V, V771,
V82A/1, 184V, 185V, L90OM u 193L/M.

@ocamnpenasup. B uccnenoBanuun APV30003 ¢ yyactHeM B3pOCIBIX MNAIMEHTOB, paHee

noayyaBmmx tepanuio UII, m ero npomomxenun APV30005 (pocamnpenaBup 700 Mr +
puronaBup 100Mr pgBa pasa B cyrku: n=107) y mNalMEHTOB C BUPYCOJIOTHYECKOM
He3(P(HEKTUBHOCTBIO HA MPOTSUKEHHH 96 Henleslb BO3HUKaU cieayromue mytanuu: L10F/1, 1241,
V321, L33F, M36I, M461/L, 147V, 150V, I5S4L/M/S, A7T1I/T/V, G73S, V82A, 184V u L9OM.

B neauarpuueckux uccnenopanusix APV20003 u APV29005 ¢ yuactuem 77 manueHTOB, paHee
HOJYyYaBIIUX Teparuio UII, IPUMEHSTUCh CXEMBl  JICYEHHS HA  OCHOBE
docamnpeHaBupa + puToHaBupa; |y 43 mamMeHToB  HAOMIOganach  BHPYCOJOTHYECKas
HedhPEKTUBHOCTb, OIpeJeNeHHas IIPOTOKOJIIOM JICYEHHUs, Ha TpOTSDKeHHH 48 Heaens B
uccinenoBanud APV29005 u o 108 nenenu B uccnenopanuu APV20003. B uzongrax Bupyca,
BBIJICJICHHBIX Y OJHOro mnamueHta B uccienoBanun APV29005 u y mectd namueHTOB B
uccienopanun APV20003, nabmonanuce riaBHble MyTallUd PE3HCTEHTHOCTH K MHIHOMTOpam
IpoTeasbl, CBA3aHHBIE C NpUMEHEHHeM amrpeHaBupa. [Ipodumu MyTanuit ObUTH CXOIHBI C
TAaKOBBIMHM Y B3pPOCIBIX NAIlMEHTOB, paHee noiy4aBmux tepanuto MII, koTopble npuHHMaIN
(ocamnpeHaBup + pUTOHABHP.
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Hpomueoeupycnaﬂ AKMUBHOCNb NO eenomunuwecxoﬁ/d)errtomunuqecrcoL? pesucmenmuocmu

TectupoBanue Ha IF'CHOTUITHYCCKYIO PE3UCTEHTHOCTD. ll.ﬂﬂ OIICHKH AKTUBHOCTH

aMIIpeHaBHpa + pUTOHaBUpa Wi (ocaMIIpeHaBUpa + PUTOHABUPA YV TMALMEHTOB C H30JISATAMH
BUpyca, pe3ucTeHTHBIMH K WII, Moryr OBITH HCIONB30BaHBI CHCTEMBI TE€HOTHITHYECKOU
untepnperauuu. JleictByromuii (urons 2006 ) amroputm ANRS AC-11 st oneHku
(dbocaMpeHaBUpa + PUTOHABUpPA  ONpPEJENIIET PE3UCTEHTHOCTh KAk HaJW4YMe  MYTaluid
V321+147A/V, uma 150V, unm no kpaiiHeit mepe yetbipex myrammidi u3 crnucka: L10F/I/V, L33F,
M361, IS4A/L/M/S/T/V, 162V, V82A/C/F/G, 184V u L90M; u cBs3aH ¢ IOBBIIIEHHOM
(EeHOTHITUYECKOM PE3UCTEHTHOCTHIO K (hocaMITPeHAaBUPY C PUTOHABHPOM, a TAKIKE CO CHHIKEHHUEM
BEPOSTHOCTH  BHPYCOJIOTHYECKOTO OTBeTa (PE3UCTEHTHOCTHIO). BBIBOABI  OTHOCHTEIBHO
PENEBAHTHOCTH KOHKPETHBIX MYTAalUWMH WIH Tpoduiiel MyTamMid MOTYT H3MEHSTHCS IIPH
NOSIBIICHUH JIONOJHUTENIBHBIX JIAHHBIX, IO3TOMY pEKOMEHIyeTcsl Bcerja olpamarses K
aKTyaJbHBIM CHUCTEMaM MHTEpOpeTaluu JUIs aHajiu3a pe3yJbTaroB TECTHPOBaHHS Ha
PE3UCTEHTHOCTD.

TectupoBanwe Ha  deHOTHHHUECKYIO  pe3WcTeHTHOCTh. CHCTeMBl  (EHOTHIIHYECKOH

UHTEPIIPETALNHU, BATUAUPOBAHHEBIE B YCIOBUIX KIMHUYECKOW MPAKTUKH, MOTYT UCIIOJIB30BATHCS
COBMECTHO C pe3yJIbTaTaMU TECTUPOBAHUS HA T€HOTHUIIMYECKYIO PE3UCTEHTHOCTh JUISi OLIEHKH
aKTMBHOCTH aMIIPEHABUpA + PUTOHABHpA MK (GocaMIpeHaBHpa + PUTOHABHpA Y MALUEHTOB C
u3oiATaMud  BUpyca, pesucteHTHbIMH k  WII.  JluarHocTuueckumMu  KOMIAHUSMH,
OCYILIECTBIISIONMMU TECTUPOBAHUE HA PE3UCTEHTHOCTH, Pa3paboTaHbl KIMHUYECKHE ITOPOTOBEIE
3HA4YeHHUS (DEHOTHIIMYECKOH PE3UCTEHTHOCTH Ui (ocaMIpeHaBUpa + PUTOHABHPA, KOTOPBIE
MOTYT OBITh HCIIOJIb30BAHbI JUISI HHTEPIPETAIUU Pe3yIETaTOB TECTHPOBAHUS HA PE3UCTEHTHOCTb.

Knmunugeckuii  onwiT. KnuHubeckuii onelT npuMeHeHus (ocamrpeHaBupa, YCHICHHOTO
PUTOHABUPOM, IVIABHBIM OOpa3oM OCHOBAH HA JBYX OTKPBITBIX KIMHHYECKUX HCCIIEIOBAHUSX:
OJHO C YYacTHEM TMAIMEHTOB, paHEe HE IOJYYaBIIUX AHTHPETPOBHPYCHYIO TEpaIuio
(uccnenoBanne ESS100732), u oaHO ¢ ydYacTHEM IAIMEHTOB, paHee IMOJyYaBIIMX
aHTHPETPOBUPYCHYIO Tepanuio (uccienoBanue APV30003). B oboux wucciepoBaHUsIX
CpaBHHBAJIH TepaImio (bocaMIpeHaBUPOM + PUTOHABUPOM U TEpPaImIo
JIONUHABUPOM + PUTOHABUPOM.

B3pociibie Ay CHTHI, paHES HEC IIOJIY4aBIIKNEC AHTHPCTPOBUPYCHYIO  TCPAIIHIO. B

paHIOMU3HPOBaHHOM OTKpbITOM HccienoBanuu (ESS100732 — KLEAN) B3pocible nmaueHTsl,
paHee He TOJy4yaBIIME aHTHPETPOBHPYCHYIO Tepamuio, npuHuMamu ¢ocamnperaBup (700 mr)
COBMECTHO ¢ HHM3KOM J1030# puronaBupa (100 Mr) nBa pa3za B CYTKHM B COCTaBe TEpaluu,
BKJIIOUABINEH Takxke IpHeM KoMOMHAIMU (UKCHPOBAHHBIX J03 abakaBHp + JAMHBYIUH
(600 mr + 300 Mr) B ¢dopme TabIETKH OIUH pa3 B CYTKH, IIPH JaHHOM DPEXUME Tepalud Ha
npoTshkeHuH 48 Hezelb OblIa MPOJEMOHCTPHPOBaHA conocTaBuMasi 3GEeKTHBHOCTD ¢ Teparuei
nonuHaBupoM + putonaBupoM (400 Mr + 100 Mr) aBa paza B CYTKH B KOMOHHAIMH C
abakaBupoM + maMuByHOM (600 Mr + 300 Mr) oMH pa3 B CyTKH.

He menpmmas 3¢ dexTHBHOCTH ObLIa MPOAEMOHCTPUPOBAHA MEXKIY Tepamuel GocaMIpeHaBHPOM
P COBMECTHOM IPUMEHEHHH C PUTOHABUPOM M Tepanuel JIONWHABHPOM + PUTOHABUPOM Ha
OCHOBaHHUHM JI0JIM MAIlMEHTOB, y KOTOpbIX conepxkanue PHK BUY-1 B ma3me KpoBH JOCTHraIo
<400 xonuii/min yepe3 48 Henens (nepBUYHAs KOHEYHas ToYKa). B aHanmu3e BpeMeHH 10 OTEpH
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Bupycosioruueckoro orsera (TLOVR) mns momynsinuy nanyeHToB ¢ Ha3HAYEHHBIM JIEYEHUEM
ITT(E) nons maumeHnroB, y kotopeix copepkanue PHK BUY-1 B miasMe KpoBH JOCTHrajio
<400 xormii/min, cocraBuna 73 % (315/434) B rpynne ¢ocamrpeHaBupa ¢ pUTOHABHPOM IO
cpaBHeHnto ¢ 71 % (317/444) nmaumeHTOB, IOJYYaBIIUX JIOMUHABHP + pUTOHABUP, ¢ 95 %
JIOBEpUTENILHBIM HHTEpBAJIOM pa3zHocTu [—4.84 %; 7.05 %].

B3DOCHBIC IMaIMCHTEI, paHee I1OJIYJaBIIHUE AHTHPETPOBUPYCHVIO TEPAITUIO. B

PaHJAOMU3MPOBAHHOM OTKpBITOM HccienoBanun (APV30003) B3pocible NanMeHTHI, paHee
NOJTy4aBIIMEe TEPANTHI0 HHIHOUTOpaAMM MPOTeas3bl ¢ BUPYCOJIOrHYeckoi HeadGeKTUBHOCTEIO (/1B
UII nnu menee) npuHuManu ¢ocaMipeHaBup B komOuHauu ¢ putoHaBupoM (700 mr + 100 mr
nBa pasza B cyTkd Ui 1400 mr + 200 Mr oiuH pa3 B CyTKH); B JaHHOM HCCJICJIOBAaHUHM He ObLIa
IPOJEMOHCTPHPOBAaHA HEe MeHbIas J(P(EKTHBHOCTH 10  CpPaBHEHHIO C  Tepamuen
JONMHABUPOM + PUTOHABUPOM JIBA pa3a B CYTKM B OTHOUIEHWH BHPYCHOH CYIIPECCHUH,
BBIPQKEHHOM KaK CpeIHsis IUIOLAb MoJl KpHUBOM 3a BbhrueToM 6a3oBoit siunuu (AAUCMB) mis
copepxxkanust PHK BUY-1 B miazme kpoBH Ha NpoTshkeHUH 48 Henenb (TMepBUYHAs KOHEUHas
Touka). Pe3ynmprarhl  ykaselBalOT Ha  Ooiiee  BBICOKYIO 3 QEKTHBHOCTH  TEparuH
JIONIUHABUPOM + PUTOHABUPOM.

V Bcex MalMeHTOB B JIAHHOM HCCIIeIOBAHHH paHee MPOBEICHHAs Teparus ¢ yYacTHEM HHTHOUTOpa
nporeassl Obu1a HedpdexTuBHa (conepkanrne PHK BUY-1 B nia3me KpoBH HE OIyCKaloCh HUXKE
1000 xoruii/Mi mociie He MeHee 12 HeJiesIb HePePBIBHOM Tepanuu, JTM00 H3HAYaIbHAS CYIPECCus
PHK BWY-1 BmnocnenctBuu BoccraHoBmwiIack a0 > 1000 xomuii/mi). Onpnako, Toibko 65 %
MAIMEeHTOB MOIyYaTu Teparnuio Ha ocHoBe MIT Ha MOMEHT BKJTIOUEHHS B UCCIICIOBAHHE.

[Tomynsiiust  McclieoBaHUST BKIIIOYAJla IVIABHBIM 00pa3oM MAIMEHTOB, paHee I10JyYaBIIMX
AQHTUPETPOBUPYCHYIO TEpalMI0 B TEYEHHE OrpaHHYEHHOro ImepHojpa BpeMeHH. CpemHss
IPOJODKUTENBHOCTE  IpeamecTBytomero sedenuss HUOT cocraBnsma 257 wenmens Juid
MALMEHTOB, IOJIyYyaBIIUX (ocaMIpeHaBUp C PUTOHABUPOM JBa pasa B cyTku (79 % panee
npunumManu > 3 HUOT) u 210 Henenb A NalMeHTOB, MOIYyYaBIIUX JIOMMHABHP + PUTOHABHUP
(64 % panee npunumanun >3 HUOT). Cpennsis npomoinKMTEIbHOCTH IPEALIECTBYIOLIETO
JIe4eHUusT MHTHOMTOpaMM IpoTeasbl cocTaBisiia 149 Henens Ui NAIMEHTOB, MOJIydYaBIIUX
(bocaMIipeHaBHp ¢ PUTOHABUPOM JIBa pa3a B CyTKH (49 % panee npuruManu > 2 WI1) u 130 nepens
JUISl IAIUEHTOB, MOTYYaBIIUX JIOMUHABUD + putoHaBup (40 % panee npunumanu > 2 UIT).

Tonbko 16 mnamueHTOB B Hayaje Tepanuud oOJajald BHPYCOM C PE3UCTEHTHOCTBIO K
(docammnpenasupy + puronasupy cornacuo onerke ANRS (Hamumonansnoe arentctso ®@paniuu
no usydenuto CIIM/la u BupycHOro remnarura), NpoBeJEHHOM Ha OCHOBaHUM pyKoBOACTB ANRS
2007 r. Mo OIEHKE Pe3MCTEeHTHOCTH. JlaHHBIE, IOJyYEHHBIE C yYaCTHEM 3TOr0 HeOOJIBIIOrO
KOJIMYEeCTBA MAIMEHTOB M B JajJbHEWIIeM MojBepriuyecs aHanudy no noarpynmam ['MY
(T'enorunuueckuit Uunexc YyBCTBUTEILHOCTH K ONITUMU3MPOBAHHOI 6a30BOM Teparuu), cieyer
MHTEPIIPETUPOBATH C OCTOPOKHOCTEHIO.

OTCYTCTBYIOT JIOCTATOYHBIC JAHHBIE JJIS PEKOMEHJAIUMH MpPUMEHEHHUs (ocaMIpeHaBupa ¢
PUTOHABUPOM Y MAIIMEHTOB, paHee MOJYYaBIINX HHTEHCUBHOE JICYCHHE.

C.5u3 39



Jemu cmapuie 6 1em

[Ipumenenue ¢docamnpenaBupa B ¢GopMme TaOJIETOK M CYCIEH3MM IS IpUeMa BHYTpPh C
putonasupoM u B komOuHammu ¢ HUOT Obuto m3yueHo y jereil, paHee HE IOIy4YaBIIMX H
TOJIyYaBIIHX TEPAIMIO HHIHOUTOpaMH TpoTeaskl. JlanHble o OnaronpustHoM 3¢ dexre Tepanuu B
9TOM BO3pPACTHOM TpyIie IJIaBHBIM 00pa3oM OBUIM ModydeHb! B ucciaenoBanuu APV29005 —
OTKPBITOM HCCIIEIOBAHUH MTPOJIO/DKUTEIBHOCTEIO 48 HeleNb Mo OleHKe (hapMaKOKMHETHYECKOTO
npoduis, 6€30MaCHOCTH ¥ TPOTHBOBUPYCHOM aKTHBHOCTH (hocaMIIpeHaBHpa ¢ pUTOHABHPOM IIPH
IIPUMEHEHHUH JIBa pa3a B CyTKH y NanueHToB, HHGuuuposanubx BUY-1, panee nmonyyaBmmx u He
MOJIYYaBIIMX TEPANUI0 HHIrHOUTOpAMH IIPOTeaskbl, B Bozpacte oT 2 10 18 ser.

Uccnenosanue APV29005 Brimouano 30 manueHToB B Bozpacte oT 6 10 11 et (60IbIIMHCTBO U3
KOTOPBIX MOJTydaiu (ocaMIpeHaBup + puToHaBup B jo3e 18 Mr/kr + 3 MI/Kr JiBa paza B CyTKH
WK TaOJIETKH B PeXKHUME JIO3UPOBAHMUS JIUISI B3POCIIBIX NMAMeHTOB) U 40 MalMEHTOB B BO3pAcTe OT
12 no 18 set (OOJBIIMHCTBO W3 KOTOPBIX MMOJyYald TAaONETKH B PEKUME JO3UPOBAHMS IS
B3POCIIBIX MAIIHEHTOB).

ITpu npumeHeHHH (ocaMmIpeHaBHpa C PUTOHABHPOM Yy JeTeil B Bo3pacrte oT 2 a0 18 jmer B
uccienosanun APV29005 conepxarnre PHK BUY-1 Ha 24 nenene pocrurano < 400 konuii/mi y
71 % nerteii, panee He MOJYYaBIIMX TEPANUIO0 HHTHOUTOPAMH MpoTeassl, H'y 55 % nereil, panee
TIOJTYYaBIIMX TEPANTUI0 HHIHOUTOpaMH TpoTeassl (B obmmeM 64 %). Ha 48 nenene st 3HaueHus
coctaBsiiid 73 % u 48 % cooTBeTCTBEHHO (B 0011eM 62 %).

DapMaKOKHHETHKA

docamrpeHaBUp TOCNE TpHEMa BHYTPh OBICTPO M IOYTH ITOJHOCTBIO THJPOIH3YETCS JI0
aMIIpeHaBupa M HeopraHuuyeckoro Qocdara mnepeja MONATaHUEM B CHCTEMHBIH KpPOBOTOK.
[TpeoGpa3oBanue ¢GocamrpeHaBipa B aMIIPEHABUP MPOUCXOUT MPEUMYIIECTBEHHO B IHUTEIUU
KUIICYHUKA.

PuToHaBHp HHIHOMPYET METa00JIM3M aMIIpEHABUPA MOCPEACTBOM HHIHOMPOBaHUS H30(hepMeHTa
muroxpoma CYP3A4, 4ro nmpuBOIUT K YBETWYEHHUIO KOHICHTpALMM aMIIPEHABUpa B ILIa3Me
KPOBH.

dapMakOKMHETHYECKHE  CBOMCTBA  aMmIIlpeHaBMpa  IOCI€  OJHOBPEMEHHOIO  IIpHeMa
docamrpeHaBupa U pUTOHABUPA OBLUTH W3YYEHBI Y B3POCIBIX 3JJ0POBBIX J100poBobleB 1 BUY-
UH(UIUPOBAHHBIX IMAI[MEHTOB; CYIIECTBEHHBIE pA3IMuUs MEKIY ITHMHU JBYMs IpyIIlaMH He
BBISIBJICHBI.

Jlyist ynydineHus: BKyCOBBIX CBOMCTB U COOJIIOJICHHS PEeKUMa TEpAluyU y JIETEH PEKOMEHIyeTCs
npuMeHATh (ocammpenaBup B (opme CycneH3uM JUisi IpUeMa BHYTPb BO BpeMs €/bl.
PexkomeHanuu 1o NpUMEHEHMIO Ipenapara JUis JaHHOW IpyINIbl NAllMEHTOB OCHOBaHbI Ha
pe3yJibTaTax IeauaTpHuecKuX HCCIIeOBaHUM, B KOTOPBIX ¢ocamrpeHaBup B ¢popMe CyCIeH3HU
JUIS TIpEeMa BHYTPb NMPUHUMAINA BO BpEMS €Ibl, W, CJIEJ0BATEILHO, YUUTHIBAIOT HAOII01aeMOe
BIIUSTHUE MTUIIH.

Bcacwvisanue
[Ipu NOBTOPHOM MHOTIOKpPAaTHOM IEPOPATBHOM IpHeMe (hocaMIpeHaBupa, C PUTOHABUPOM HIIU

0e3 Hero, MPOUCXOIUT OBICTPOE BCACHIBAHHE aMIIPEHABHPA.
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IIpu npreme Harommak (ocamipeHaBupa B popme TabneTok U B popMe CyCIEH3UH JUTIS TpUeMa
BHYTpPb JoCTHramich cxoauble 3Ha4eHust AUCy, amnpeHaBHpa B I1a3Me KPOBH, IIPH 9TOM B Cllydace
CYCIIEH3MH JUIS TIpHeMa BHYTpPh 3HauyeHHe Cmax AMIIPEHABUpA B IIa3Me KpoBU ObuI0 Ha 14 %
BBIIIIE, YEM B CIIydae TabJIeToK.

AbGcomoTHas OHOIOCTYITHOCTH (hocaMIpPEeHaBUpa y YeloBeKa He YCTaHOBIICHA.

[Tpu npumereHnH GocamrpeHaBupa B popMe CyCreH3HH ISl IPUEMa BHYTPh BMECTE C MHUIIEH ¢
BBICOKHM coJiepkanueM kupoB 3HaueHne AUC ammnpeHaBHpa B ILIa3Me€ KPOBH YMEHBIIAIOCHh
npuMepHo Ha 28 %, a 3HaueHne Cmax YMEHBIIAIOCH IPUMEPHO Ha 46 %0 110 CPABHEHUIO C TPUEMOM
nperapara HaTOIaK.

B3pocibiM nanuenTam clieyeT npuHAMaTh GocamrpeHaBup B (GopMe CycHeH3uH JUls IpHemMa
BHYTPh OTJEJNBHO OT €Jbl M HATOmaK. J[eTsM ciielyeT NpUHUMaTh (ocamipeHaBup B Gopme
CYCIIEH3MH JUIS TIPHeMa BHYTPb BO BpeMsl e/1bl. PekoMeH1anuy 1o NpUMEHEHHMIO Ipenapara Jiis
JIAHHOM TPYIIIBI MTAIMEHTOB YYUTHIBAIOT HAOII0/JaeMOe BIIUSTHUE TTHIIIH.

Pacnpeoenenue

Kaxymuiics o0beM pacrpejielieHdss aMIpeHaBHpa Iocle IpHMeHeHHs (ocamrpeHaBupa
coctapisieT npubmu3uTesHO 430 11 (6 /KT, nexos U3 Macehl Tena 70 Kr), 4To IO3BOJISET C/ENaTh
BBIBOJI O 3HAYMTEJILHOM O0OBEMe pacrpeieieHUuss U CBOOOHOM ITPOHMKHOBEHHM aMIIpEHaBHpa B
TKaHM U3 CUCTEMHOT'O KPOBOTOKA.

AMIpeHaBHp CBsI3bIBaeTCs ¢ Oenkamu npuOmm3nTensHo Ha 90 %. AMIIpEHaBHp CBA3BIBAETCS C
anbda-1-kuciaeiM  rEkonporenHoM (AAG) u ansOymuHOM, HO o00namaer Oolsiee BBICOKOH
apdunnocTsiO K AAG.

Memabonuszm

docaMnpeHaBup MOCJAE MpHeMa BHYTPh OBICTPO M IIOYTH ITOJHOCTBIO THJAPOJIHM3YETCS JIO
aMIIpeHaBHpa W HeopraHuueckoro ¢ocdara mpu BcachblBaHHMM Yepe3 SMUTEIMH KHIIEYHHUKA.
AMIIpeHaBHp MeTabOIM3UPYeTCsl NPEUMYIIECTBEHHO B IledyeHH, MeHee | % ammpeHaBupa
BBIBOJMTCS B HEM3MEHEHHOM BHje NouykaMu. OCHOBHOH IyTh MeTabojHM3Ma OIOCPEIOBaH
nsopepmentom CYP3A4 nuroxpoma P450. Iloatomy pekomenayeTcs coOII0NaTh OCTOPOKHOCTD
IIPH OJITHOBPEMEHHOM IPUMEHEHHH (ocaMIipeHaBHpa C JEKapPCTBEHHBIMH CPEJICTBAMH, KOTOPBIE
SIBJISIIOTCS. WHIYKTOPaMH, HHTHOMTOpaMu WiH cyocTparamu uzodepmenta CYP3A4.

Buigeoenue

[Tocne npumeneHus GpocamIpeHaBHpa MEpPUO] OTyBBIBEICHUS aMIIpEHaBUpa cocTaBiser 7,7 4.
OCHOBHBIM IyTEM BBIBEJICHHS AaMIIPEHABHUpA SBISETCS METa0O0IM3M B IedeHH, MeHee 1 %
aMIIpeHaBHpa BBIBOJMTCS B HEU3MEHEHHOM BHjie odykamu. B Bune Merabomurtos oxono 14 % or
IPUHSTOMN JI03bI aMIIPEHABUPA BHIBOIUTCS IIOUKAMH H OKOJIO 75 % Yepe3 KUIIEeUHHK.

Ocobble rpynnbl NalHEHTOB

Jlemu

B xnmMHHYecKkoM ucclieloBaHuH (apMaKOKHHETHKH (hpocaMIipeHaBUupa y JIeTei BOCeMb MallueHTOB
B Bo3pacte ot 12 o 18 et nomyyanu ¢ocamnpenaBup B ¢popMe TabIeTOK B CTaHAAPTHOH J103€
st B3pocasix — 700 Mr Ba pasza B cyTtku (¢ putoHaBupoM 100 Mr apa pasa B cytkH). Ilo
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CPaBHEHUIO C MCTOPUYCCKMMH JIaHHBIMM  JUISL  B3POCJIBIX  ITAI[MEHTOB, IOJYYaBIIHX
(ocamnpenasup + puronasup 700 Mr + 100 Mr 1Ba pasa B CyTKH, y NallMEHTOB B Bo3pacTe OT 12
no 18 net 3nagennss AUC(p-24) aMnpeHaBupa B 1iiazme Kposu 0bumi Ha 20 % Huke, Cmax Ha 23 %
HWKe U Cmin Ha 20 % nHumxe. YV gereit B Bospacte or 6 mo 11 yer (n=9), nmomydaBmmx
docamnpenaBup + puronasup 18 Mr/kr + 3 mMr/kr aBa pasa B cyTku, 3HaueHust AUCg-24) 6bUTH Ha
26 % Bpime, a 3Ha4eHUS Cmax ¥ Cmin OBUIH CONOCTABHMBI ¢ MCTOPHYECKMMM JIAHHBIMH JUIS
B3pOCJIBIX MAIMEHTOB, MOoJyYaBmMX (GocamnpeHaBup + puroHasup 700 mr + 100 mr jBa pasa B
CYTKH.

Uccnenosanue APV20002 npencrapisier co6oii OTKpeITOE KIMHUYECKOE UccieoBanue ¢aspr 1
IPOJIOJDKMTENBHOCTEIO 48 Helenb € LEIbl0 OLEHKH (AapMaKOKHHETHKH, O€30IacHOCTH,
MEPEHOCUMOCTH M IIPOTHBOBUPYCHON aKTHBHOCTH (hocaMIpeHaBHUpa, ¢ PUTOHABUPOM WM 0Oe3
HETOo, y JIeTel B Bo3pacTe oT 4 Heaelb 10 < 2 jeT. [1o cpaBHEHHUIO ¢ HCTOPUYECKUMH JaHHBIMHU JUIS
B3POCJIBIX IAIMEHTOB, NOIyYaBIIHX (pocamnpenasup ¢ putoraBupom 700 mr + 100 mr aBa pasa B
CYTKH, B IOJAIPYNIIE W3 ISTH JeTed B Bo3pacte OoT 6 g0 < 24 MecsleB, IONyYaBIIUX
(bocamnpenaBup + putoHaBup 45 Mr/kr + 7 MI/KT JBa pasa B CYTKH, OBUIO IIOKa3aHO, YTO
HECMOTPS Ha IPUMEPHO 5-KpaTHOE yBEJIMYEHHE 1035 hocaMIpeHaBHpa U PUTOHABUPA U3 pacyeTa
B Mr/kr, y geteit 3HayeHuss AUC(—) aMIpeHaBupa B IUia3Me KpoBH ObUIM IpuMepHO Ha 48 %
HKe, Cmax Ha 26 % Hike U C; Ha 29 % Hmxe. OTCYTCTBYIOT PEKOMEHIAIMH 10 JIO3HPOBAHHIO
U OYeHb MAaNEHBKHX JjeTedl (10 2 JeT), mo3ToMy mnpuMeHeHHe npemapata Temup® ¢
PUTOHABUPOM JUUIS ATOM TPYIIIELI MAIMEHTOB HE PEKOMEHIYETCS.

IHayuenmeol nosicunozo eospacma

dapmakokuHeTHKa pocaMIpeHaBupa y NAMEHTOB cTapie 65 et He uzydanach. [Ipu nedeHun
NAIMEHTOB TOXKUIOTO BO3pacTa HEOOXOAMMO YYMTHIBATH BO3MOXKHOCTH HApyIIEHUS (HYHKI[UH
IIEYEHH, II0YEeK WM CepJua, COIYTCTBYIOIIUE 3a00JeBaHMs, a TakKkXe IpUeM JPYTHX
JIEKapCTBEHHBIX IPErapaToB.

Iayuenmoi ¢ napywenuem yHkyuu novex

CnenuanbHble HCCIIENOBAaHUs € YYaCTHEM ITAUCHTOB C HAPYIICHUEM (I)YHKI_IHH ITOYCK HCE
IIPOBO/IUJIKCH. Menee 1 % ot TepaneBanecxoﬁ J03BI aMIIpE€HaBHPa BLIBOJUTCS B HCU3MCHCHHOM
BUJIe OYKaMu. Biusinue HapyHmCHUA (l)yHKI.IPIH IIOYCK Ha BBIBCJACHHUEC aMIIp€HAaBUpa JO0KHO OBITh
MHUHHUMAJIBHBIM, [IO3TOMY KOPPEKIHUS JO3bI (bOC&Ml'IpCHaBI/Ipa HE Tpe6yeTCﬂ.

Iayuenmul ¢ napywenuem pynkyuu nevenu

CDocaaneHaBnp B OpraHusMe€ YCJIOBCKaA npeo6pa3yeTc51 B aMIIpCHABHD. BriBenenue
aMIIp€HAaBUpa U pUTOHABUPA OCYHICCTBJIACTCA IMPEUMYIICCTBEHHO ITOCPEICTBOM MeTaboIm3Ma B
ICYCHH.

(dapMaKOKHHETHYECKHE ITapaMETPhI AMIIPEHABHPA B IJIa3Me KPOBH OBLIH U3Y4YEHBI B 14-THEBHOM
MCCJIEZIOBAHUH C TIOBTOPHBIM NMpUMeHeHHeM y HHGuUupoBanHbX BUY-1 B3pocibIX MaueHToB ¢
HapyuieHueM (QyHKIUH NEeYeHH JIETKOH, CpeHed W TSDKEIIOW CTENEHH TSKECTH, MOJYYaBIINX
(docamnpeHaBUp € pPUTOHABUPOM, B CPAaBHEHHWH C KOHTPOJBHOM TIpyNIOi NalMEeHTOB C
HOPMAJIbHOM (pyHKIIMEH NIeYeHH .
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V NanueHToB ¢ HapyleHHeM QYHKIIMH MIEYCHH JIETKOM CTENeHH TskecTH (5—6 6aLIOB 110 IIKase
Yaiiny-I1sr0) npumenenne ¢ocamnpenasupa B jgo3e 700 M JBa pasa B CYTKM M CHIDKCHHE
4acTOThI IPUMEHEHHs puToHaBupa 10 100 Mr oZMH pa3 B CYyTKU MPUBOIMIIO K HE3HAYHTEIEHOMY
yBenu4eHuI0 Cmax aMIpeHaBHpa B IUTa3Me KpoBH (Ha 17 %), HE3HAUMTEILHOMY YBEIHUYECHUIO
AUC(0-12) amnipenaBupa B mia3Me KposH (Ha 22 %), cxoaHoi obmieii C; (KOHIEHTpamus yepes
124 mocne npuema JI03BI) aMIpeHaBHpa B IUIa3M€ KPOBM M yBenuueHHIo C; HECBS3aHHOTO
amIIpeHaBHpa B IUJIa3Me KPOBHU IPpUMEPHO Ha 117 % 1o cpaBHEHHIO ¢ TAKOBBIMH Y MAIIMEHTOB C
HOPMAJIbHOW (YHKIMEH NeueHH, MOMydYaBIIMX (DOCAMIIPEHABHP + PUTOHABHP B CTaHIAPTHOM
pexume 700 mr + 100 mMr 1Ba pa3za B CyTKH.

V nanueHToB ¢ HapylIeHHeM (GyHKIIUH IeYeHH CpeIHe cTeneHt TsokecTH (7-9 6aioB mo mkane
Yaitn-11er0) npu cHmkeHun 10361 hocamnperasupa 10 450 Mr jiBa pasa B CyTKM M CHMIKEHUH
YacTOThI TNPUMEHEHUs1 puToHaBupa JO0 100 Mr ofmH pa3 B CYTKH MPOTHO3UPYIOTCS CXOJHBIE
3HaueHust Cmax 1 AUC 0-12) aMnpeHaBHpa B 11a3Me KpOBH, yMeHbleHUe 00mmen C; aMnpeHasupa
B IUIa3Me KpOBH IpUMepHO HA 35 % u yBenuueHue C; HECBSI3aHHOIO aMIIPEHABUpA B IUIA3Me
KpOBH NPUMEPHO Ha 88 % 110 CpPaBHEHMIO ¢ TAKOBHIMH Y MAUEHTOB ¢ HOPMAIBHON (DyHKIMEH
HEeYEHH, TOIyJaBIINX (pocaMIIpeHaBUp ¢ PUTOHABHPOM B cTaHaapTHOM pexkume 700 mr + 100 mr
JBa pa3a B CyTKH. IIporHozupyemble 3HAQUCHHS SKCIIO3UIMH OCHOBAHBI Ha HSKCTPAIOJISIIUH
JIaHHBIX, HaOIOlaeMbIX mocie npuMeHeHus (ocammpenasupa 300 Mr jaBa pasa B CYTKH C
putonasupoM 100 Mr oJMH pa3 B CyTKH Y NAIMEHTOB ¢ HAPYIICHHEM (YHKIIUH [IEUYEHH CPeIHEH
CTENEHH TSKECTH.

V nauueHTOB ¢ HapymeHueM (YHKIUHU NeYeHH TsoKesnoi crenenu Tsokectd (10-15 Gamios mo
mkane Yanna-ITero0) camkenue 10361 pocamnpenasupa 10 300 Mr Ba pa3a B CYTKH M CHH)KEHHE
4YacTOTHI IPUMEHEHHUS puTOoHaBHpa /10 100 Mr oJIuH pa3 B CYTKH MPUBOJMUIO K YMEHBIIECHHIO Cmax
amInpeHaBupa B 1miazMe kpoBu Ha 19 %, ymensmenuto AUCo-12) Ha 23 %, yMmeHbinenuto C; Ha
38 % u cxoxHo# C; HECBSI3aHHOTO aMIIPEHABHPA B IJIa3Me KPOBHU 110 CPABHEHHIO C TAKOBBHIMHU Y
NAMEHTOB ¢ HOPMAJIBbHON (YHKIMEH Me4eHH, IMoNyJaBIIuX (ocaMIpeHaBUp ¢ PUTOHABUPOM B
crangaptHoM pexume 700 mr + 100 Mr nBa paza B cyTkd. HecMOTpst Ha CHH)KEHHE YacTOTEHI
NPUMEHEHHS PUTOHABUPA, y NAIMEHTOB ¢ HapylIeHHEM (YHKIIMH TEYeHU TSIKEIIOW CTereHH
TSOKECTH HaOmojanock ypenudeHHe Cmax pHTOHaBHpa Ha 64 %, yBemmuyenne AUC(p-24)
puronaBupa Ha 40 % u yBemuuenue C. purtoHaBupa Ha 38 % 10 CpPaBHEHHMIO C TAKOBBIMH Y
NALUEHTOB ¢ HOPMAJIbHOM (YHKIMEH MedeHH, MoIydyaBIuX GpocaMnpeHaBup ¢ PUTOHABHPOM B
crangaptaoM pexume 700 mr + 100 Mr 1Ba pa3a B CyTKH.

@QocamnpeHaBHp ¢ PHTOHABUPOM, KaK IPABUJIO, XOPOLIO IEPEHOCHIMCH Yy IAlMEHTOB C
HapyleHueM QYHKIMH [1€YEHH JICTKOM, CpeHEeH 1 TSIKENION CTENeHU TSDKECTH, JUIS OMHCAHHBIX
PeKUMOB Tepanuu NpohHIN MOOOYHBIX SIBICHUH M KIMHHUKO-Ta0OPAaTOPHBIX JIAHHBIX OBLIH
CXOAHBI € TaKOBBIMHM, IIOJYyYEHHBIMH B IpPEAUIECTBYIOUMX HcciaepoBanusx BUY-1
UHQPHIUPOBAHHBIX NAIIMEHTOB C HOPMAIBLHOM (QYHKIIHEH TTeYSHH.

ITOKA3AHUSA K IPUMEHEHUIO

Jlewenue BUY-1 undpexnuu B KOMOWHAIMKM C HHU3KUMH JI03aMH PHTOHABHpPA B COCTaBe
KOMOMHUPOBAHHOW aHTHPETPOBUPYCHOM Teparuu.
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INPOTUBOIIOKA3AHUS

. [ToBeleHHAsT YyBCTBUTENBHOCTE K (hocaMIpeHaBUpY, aMmIIpeHABHPY WM JIEOOOMY
JIpyroMy KOMIIOHEHTY TIperapara.

. OHOBpeMEHHOE TIPUMEHEHHE C MperapataMu, UMEIONIMMH Y3KHH TepareBTHYECKHi
JMana3oH M gBisromuMucs cyoctparamu uzodepmenta P450 nuroxpoma CYP3A4, nanpumep,
andy303uH, aMHOJAPOH, aCTEMH30J, OCHPHINII, IU3ANPUI, JUTHAPOIPrOTAMHMH, ProOTaMHH,
IMMO3M/I, KBETHAIIMH, XWHHJIWH, TepdeHaauH, Muaa3onaMm B Qopme Juis TpHEMa BHYTPb,
Tpuaszonam B hopMe s IpUeMa BHYTPb, cuiiieHadGu (pH JeYSHHH JIETOYHON apTepHaIbHOM
TUIIEPTEH3UH ).

L4 OIIHOBpCMCHHOC INPpUMEHEHUE C¢ CHMBACTaTUHOM H JIOBACTaTHHOM, IIOCKOJIBKY
ITOBBIINICHUE KOHIEHTpAllM CUMBACTATHUHA U JIOBACTaTHHA B IIa3ME€ KPOBU MOJXKET ITPUBECTH K
Pa3sBUTHIO MUOITaTHH, BKIIFOYast pa6I[0MI/IOJII/I3.

L4 O}IHOBpCMCHHOG IIPUMEHEHHUE C PACTUTECIIBHBIMU IIpETIapaTaMu, COJICPXKATUMH 3Bep0601‘71
l'[pOIlprﬂBHeHHbIﬁ, B CBS3U C pUCKOM CHMIKCHUS KOHIICHTPAIIUH aMIIpECHaBUpa B I1JIa3ME KPOBH.

o Ilpumenenne B KOMOMHAIMM C PHUTOHAaBHPOM OJHOBPEMEHHO C MperapaTamu,
001aJAI0MUMHU Y3KUM TeparneBTHYECKUM JIHaNa30HOM, KOHI[EHTPALUS KOTOPBIX B 3HAYUTEITLHOM
CTEIIEHU 3aBUCUT OT MeTabosm3ma cucreMoit u3zodepmenta muroxpoma CYP2D6, Takumu kax
¢bnexaunua U nponadeHoH.

o O/1HOBpEMEHHOE TPUMEHEHHUE C JIyPA3HIOHOM.

o OHOBpEeMEHHOE PUMEHEHHE ¢ pUBAMITHIIMHOM.

o O/1HOBpeMEHHOE NPUMEHEHHUE C TTAPUTAIIPEBUPOM (B CBSI3H C OXKHMJIAEMBIM YBEIHYEHHEM
SKCIIO3UIIMH IIAPUTANIPEBUPA U OTCYTCTBHEM KIIMHUYECKUX JAHHBIX JUIS OLIEHKH 3HAYEHUS 3TOTO
YBEJIMYCHHUS ).

o JleTckuii Bo3pacrt J10 6 JeT W/WiIK Macca Tejia MeHee 25 Kr.

C OCTOPO)KHOCTBIO

Ipenapar Tensup® cieayer NIpHHAMATH C OCTOPOKHOCTHIO:

®  JAIMEHTaM C U3BECTHOM I'MIIEPYYBCTBUTEIBHOCTBIO K CYJIb()OHAMHUIHBIM JIEKAPCTBEHHBIM
npernaparam;

e  [AIlMEHTaM C HapylmeHHeM (YHKIHHM TEeYeHH JIErKOH, CpeIHed WM TSDKEIOW CTEHeHH
TSDKECTH;

e  IIpH COBMECTHOM IPUMEHEHHM C JIEKAPCTBEHHBIMH IIperapaTtaMu, KOTOpPHIE SBISIIOTCS
MHJIyKTOpaMH UM UHrHOHTOpamMu u3odpepmenta uroxpoma CYP3A4;

L4 IIpu COBMECTHOM IIPUMEHEHUH C aTOPBACTATHHOM;

e P COBMECTHOM IPUMEHEHHH C IPOTHUBOCYIOPOKHBIMH IpenapaTaMu (kapOamaseruH,
benobapbuTan);

e IIpH COBMECTHOM IIPUMEHEHHUH C MHJIa30JIaMOM JIJII MMIApPpEHTEPAJIBHOI'O BBE/ICHHU S,
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® IIpH COBMECTHOM IIPUMCHECHHUH C KIIADUTPOMHUIIMHOM, SPUTPOMHUIIMHOM,

L4 IIpH COBMECTHOM ITPUMEHEHHH C JIOJIYTEIPaBUPOM.

He pexkomenjayercs CcOBMECTHOE TIpuMeHeHHe mnpemapata Temup® co  ClIeayIOMEME
npenapaTaMu:

o JIOTTHHABUD + PUTOHABHD;
o pasTerpaBup;
o MapaBHpPOK;

. NPOTHBOBUPYCHBIE IIpENaparkl, IPUMEHsSEMBbIe Ul Tepanuu Bupyca renatura C, KOTOpbIe
METabOIU3UPYIOTCS n3odepMeHTOM LUTOXpOMa CYP3A4 WA SBIISIOTCS
MHrHOUTOpaMu/UHIyKTOpaMu n3odepmenta uroxpoma CYP3A4 (tenanpesup, Gouenpesup);

o KETOKOHA30JI MJIM UTPAKOHA30JI IIPH IPUMEHEHUH B BRICOKHX J03ax (Oonee 200 Mr/cyTKn);
. rajoaHTpHH, JTUJOKAUH (JUIsI CHCTEMHOTO BBEJICHHUS);

o UHTHOUTOPBI  5-pocdoamscrepazbl, HCIOIb3YyeMBle U JICUCHUS  IPEKTHIILHOM
muchynkiun (cunienadu, BapaeHadu, Tananadun).

JIBoiiHas Tepamnus ¢ MpUMEHEHHEM HHIHOMTOPOB IPOTEa3kbl, KaK MPABHIO, HE PEKOMEHIYETCS.

Ilpenmapar Temsup® B KOMOMHAIIMHM C PHTOHABHPOM HE pPEKOMEHIYETCS TPHMEHSTH
OJTHOBPEMEHHO ¢ (IIyTHKAa30HA IPONHOHATOM MM JPYTUMH TIIFOKOKOPTHKOCTEPOUTAMH,
KOTOpBIe MeTabonu3upyroress u3opepmentom nutoxpoma CYP3 A4, 3a uckioyeHneM cirydaes,
KOI'JIa OXHjiaeMas 1oJib3a OT IPUMEHEHUS IPEBBIIAET BO3MOKHBIM PUCK PA3BUTUS CHCTEMHBIX
3¢ HEKTOB IITFIOKOKOPTUKOCTEPOUIOB.

OnHOBpeMEHHOe IIpHMeHeHHe mpenapara Temsup® ¢ PHTOHABUPOM M HEpPOPATBHBIMH
KOHTpAlENITUBAMH HE peKOMeHJyeTcs. B Takux cioydasx Ui OJKeHIIMH, CIIOCOOHBIX K
JETOPOJKIACHUIO, PEKOMEH/IOBAHO IPUMEHEHHE AaJbTEPHATHBHBIX HETOPMOHAIBHBIX METOJIOB
KOHTpAIICTIIHH.

OjHOBpeMeHHOe TpuMeHeHHe mpenapara Temsup® ¢ PUTOHABHPOM M CHMENPEBHPOM HIIH
JIAKJIaTACBUPOM HE PEKOMEH/IyeTCSl, IIOCKOJIBKY 3TO MOXKET IIPUBECTH K YBEJIUUYECHHIO SKCIIO3HIIUH
CHMEIIpEeBHpa MJIM JIaKJIaTacBHpa B IUIa3ME€ KPOBH B CBSI3U C HMHIHOMpOBaHHEM H30(epMeHTa
CYP3A4.

INPUMEHEHHUE IIPU BEPEMEHHOCTH W B IIEPHOJ TIPYJIHOI'O
BCKAPMJIMBAHUS

bepemennocTh

V 6epeMeHHBIX CaMOK KPBIC H KPOJIMKOB He ObLI0 00HAPYKEHO 3HAYUTEIILHOE BIHSHUE IpenapaTa
Ha pa3BuTHe SMOpUoHa Wi 1moa. CucreMHast 3kcro3urus B iasMe kposu (AUC) amnipenaBupa
B OTHX MCCIIeJJOBaHUSIX ObuUia CXOAHOM (y KpbIC) WM HUXE (Y KPOJMKOB) IO CPaBHEHHUIO C
SKCIIO3MILIUEH Y MAIlMEHTOB B KJIMHUYECKUX UCCIIEIOBAHUSIX C IPUMEHEHHEM docamnpenasupa. B
CBSI3M C HH3KOM OKCIO3MIMEH Yy KpOJIMKOB IIOTEHIMAIBHOE TOKCHYECKOE BO3JICHCTBHE
(docamnpeHaBrpa Ha BHYTPUYTPOOHOE pa3BUTHE HE OBLIO MOJHOCTBIO OMPEIEIICHO.
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[locne mpumenenns GpocamnpenaBupa ¢ putoHaBUpoM B 03¢ 700 mr + 100 Mr jBa pa3a B CyTKH
y OepeMeHHBIX JKEHIIMH HaOMIojasach HU3Kas MM yYMEPEHHAs CTENeHb MPOHMKHOBEHHS
aMIIpeHaBHpa Yepes IIanenTy. JIocTymHbl orpaHiYeHHbIe KITMHAYECKUE JAaHHEBIE 110 IPUMEHEHHIO
(ocamnpenaBupa B KOMOWHAILMH € JPYTHMH aHTHPETPOBMPYCHBIMH IIperapaTaMM BO BpeMs
OepeMeHHOCTH y yenoBeka. OrpaHHYeHHbIC JaHHBIE [0 IIPUMEHEHUIO (POCAMIIPEHABHPA BO BpeMs
OepeMmenHocTH 3 PeecTpa 1O NpPHUMEHEHHIO AHTHPETPOBHPYCHBIX IIPENApaToB BO BpEMs
OEPEMEHHOCTH M COOOLICHUS O KIMHUYECKHUX CITy4asix HEIOCTATOYHBI JUIs MH(GOPMHUPOBAHHS O
PHCKE BO3HMUKHOBEHHUS BPOXK/ICHHBIX OPOKOB PA3BUTHS U MPEXKICBPEMEHHBIX POJIOB B CBSI3H C
IpUMEHEHUEM IIperapara.

[Ipumenenne npenapara Temsup® npu GepeMEHHOCTH BO3MOXHO TOJNBKO B TOM CIIydae, eclld
OXKMJIaeMasl 110J1b3a OT IPUMEHEHHS IPEBBIIACT BOSMOXKHBINA PUCK JUIS TLIOJIA.

Ilepuoa rpyasHoro BckapmMiInBaHHsI

ITockomsky BUY nponukaeT B rpyiHOe MOJIOKO, I IipeoTBpaineHus nepegaun BUY peGenky
BUY-nHbuUIMPOBaHHBIM XKEHIIHHAM IPYIHOE BCKapMIIMBAHHE TPOTHBOIIOKA3AHO.

Ha ocHOBaHMHM JaHHBIX, INOJTYYEHHBIX B MCCIIEIOBAaHMSX HA J>KUBOTHBIX, OXHIAETCS, 4YTO
aMIIDEHABUP MOJKET IPOHHUKATh B IPYJHOE MOJIOKO y 4eloBeka. OTcyTcTBYeT MHMOpMAIUS O
repesiade WM BIMSHUHM aMIIpEHaBUpa Ha peOeHKa, HaXOAIIErocs Ha TPYyTHOM BCKApMIITHBAHHH,
WM O BIMSHUM IIperapara Ha JIaKTaluIo.

®epTHIBLHOCTH

Bnusinue npumeHenus ¢ocamnpeHaBupa Ha (GEPTHIBHOCTH U OOIIYIO PENpPOAYKTHBHYIO
GYHKIMIO HCCIeoBalM Ha caMmIax Kpbic (Ipermapar NpHMEHSUIH B TedeHHe 4 Helelb 0
CIIApMBAHUS B JI03aX, 00ECIEUUBAIOMINX 10 3-KPAaTHOH OXHJAeMOH KIMHMYECKOH AKCIIO3UIIUU
aMIIpeHaBHpa Ha OCHOBaHMM cpaBHHUTENbHBIX HaHHBIX AUC) m camkax Kpbic (mpemapar
IPUMEHSIIM B TEYEHUE 2 HeJAelb JO ClHapuBaHuss M Jo 21 AHS 1ocie poJoB B J03aX,
obecneynBaroOmuX 0 4-KpaTHOM OXKJAeMOM KIMHUYECKOH sKcro3unuu). [Ipumenenue
(docamnpenaBupa He HapylIaio CrapuBaHHe WIH (EPTHIBHOCTH CAMIIOB MJIM CAMOK KPBIC M He
BJIMSUJIO HA Pa3sBUTHE U CO3PEBAHUE CIIEPMATO30M/I0B Y KPBIC, MOTYYUBIIHUX IIpenapar.

CI1OCOBb IPUMEHEHMUS U 1035l

Jlns npuema BHYTPb.

Crnenyer sHEpru4HO BCTPIXHYTh (PriakoH B TeyeHue 20 ceKyH] nepei 0T00pOM IEepPBOi 10351 U B
TEYEHHUE 5 CEKYH]1 Iepe]l 0TOOPOM KaKIOU MOCIeAYIOIIECH O3B

[Ipenapar Ten3np® TaKXKe JOCTyneH B ¢opme TabJeTOK, IMOKPBITHIX IJICHOYHOH 00O0JIOYKOM,
700 mr.

Ipenapat Temsup® clielyeT Ha3HAYATh TONBKO B COYETAHHH C PHTOHABMPOM B HHU3KHX J03aX (B
KayecTBe (HPapMaKOKMHETHYECKOTO YCHJIMUTENsS aMIIpeHaBHpa) ¥ B KOMOWHALIMH C JPYTHMH
AHTUPETPOBUPYCHBIMHU JIEKAPCTBEHHBIMHU TIpenaparamMu. B CBsI3u ¢ 3TUM mepe)1 HayajioM Teparuu
npenaparoM Temsup® HE06GX0MMO 03HAKOMHTBCS ¢ HHCTPYKIMEH 110 TIPHMEHEHHIO PUTOHABHPA.

Tepanwuto 1omkeH Ha3HAYaTh Bpay, UMEIOIuUi onbIT jgeueHuss BUY-undexuuu.
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®ocamrpeHaBup SABISETCS NPONECKAPCTBEHHBIM CPEJICTBOM 10 OTHOIIEHHIO K aMIpeHaBHpY,
n03ToMy (GocaMIpeHaBUp He ClIeyeT HPUMEHSITh OXHOBPEMEHHO ¢ JPYIHMH JIEKAPCTBEHHBIMU
IpernapaTtamMu, CoICPIKAIMMHU aMIIPEHaBHUD.

Bspocnvie (18 nem u cmapuue)

B3p0CJ'[I:IM NManKHEeHTaM CJICAYET IPUHUMATE CYCIICH3HUIO JUIS IpUEMa BHYTPh OTJAEIBHO OT €JIbl U
HaTomiak.

PCKOMCH,IIaIIHH 11O pEXXUMY JO3UPOBAHUS IIPEIIapara y B3pOCJIbIX CM. B TaGJII/II.IC HMIKE.

Jemu om 6 nem

lIeTSIM CICAYET NPpUHUMATL CYCIICH3UIO JJI1 IpUE€Ma BHYTPb BO BPEMS €I JUIS YIIYYIICHUS
BKYCOBBIX Ka4€CTB IIperiapata u COIEHCTBHS COOJTIOIEHUIO peXXxuma Teparuu.

PexoMenanmu no pexuMy A03UpOBaHKs IIpenapara y JeTeil CM. B TabJIHIE HUXKE.
OTCyTCTBYIOT peKOMEH/IAIMH IO PEKUMY JIO3UPOBAHUS Y JIETEH ¢ MAccoii Tella MeHee 25 Kr.

PexoMeHanuu 1o PEXHUMY JO3HPOBaAHUS IIpEriapara TCJI3I/ID® C PUTOHABUPOM

B Macca Jo3a npenapara Teszup® Jo3a puToHaBHpa
o3pact
e TeJia (aBa pa3a B CYTKH) (1Ba pa3a B CYTKH)
TabGneTku WM cycnieH3us Ui IpreMa BHYTpb
d P y1F Kancyner wim
B3pocnsie 700 mr (1 Tabnetka wim 14 M cycnieH3un)
— acTBO
(> 18 ner) Cycnensuro s mpueMa BHYTPh ClIeayeT pl 00 2
MT
IPUHUMATE OTJEIBLHO OT €JIbI
Tabnerku umm cycneH3us JUIs IpHeMa BHYTPb
b i P Kancyne! nim
700 mr (1 Tabnerka win 14 M cycrieH3uH)
617 ner | >39kr pacTBop
Cycnensuro s mpueMa BHYTPh ClIeayeT 100
MT
IIPUHUMATEH BO BPEMsI €JIbI
Cycnien3usi st nppeMa BHYTpPb
18 mr/kr (0,36 miu/kr); makcumyM 700 mr wim Karcyner unm
— 33-38 kr 14 mn pacTBop
Cycnensuro s mpuemMa BHYTPb CIIeyeT 100 Mr
IIPUHUMATh BO BPEMS €J1bI
Cycnensus Juis npuemMa BHYTPb
18 mr/kr (0,36 mur/kr) PactBOp
— 25-32 kr
Cycnensuro i1s mpuemMa BHYTPb CJIEAyeT 3 Mr/kr
IPUHUMATH BO BpeMsl €JIbl
PexoMenaanuu rno 103MpoBaHUIO
— <25 kr -
OTCYTCTBYIOT
<6 et — He pexomennyercs —

Jlemu 0o 6 nem

IIpumenenue npenapara Temsup® ¢ pUTOHABMPOM MPOTHUBONOKA3aHO y JeTel Miaame 6 neT B
CBSI3H C HEJOCTaTOYHOCTBIO JJAHHBIX O (papMaKOKHHETHKE, O€30IaCHOCTH ¥ IMPOTHBOBHPYCHOM
OTBETE.
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Oco0Oble rpynmnel NanHEHTOB

Iayuenmor nosicunoeo sospacma

dapmakokuHeTHKa (pocaMIpeHaBypa y MalMeHToB cTapie 65 IeT He H3yJalachk.
Ilayuenmor ¢ napywenuem gynkyuu novex

Koppexkius 10361 pocamnperasupa He TpebyeTcs.

Ilayuenmyi ¢ napyuenuem ynxyuu nevenu

B opranmsme wenosexa ¢ocamnpenaBup npeobpasyercs B ammnpeHaBup. OCHOBHBIM ITyTeM
BBIBEJICHUS aMIIPEHABUPA SIBIISIETCS META0OJIM3M B II€YEHH.

JUist B3pOC/IBIX NMAIMEHTOB C HapylleHHeM (YHKIMH NEYEHH JIETKOH CTeNmeHH TskecTH (56
Gamos no mkane Yaitna-ITeio) pexomenayemas 1o3a cocrasiser 700 Mr ocamnpenaBupa aBa
pasza B cyTkd U 100 Mr puTOoHaBUpA OJIMH pa3 B CYTKH.

JUtst B3pOCIIBIX MAIMEHTOB ¢ HapylleHHeM (YHKINM IeYeHH cpeiHeil cremnenu Tskectu (7-9
Oaio no mkane Yaina-ITero) pekomMengyemas o3a cocrasisier 450 Mr ocamipenaBupa jsa
pasa B cyTkH (T.e. 9 Mut nipenapara Temsup® B opMme CycIeH3uH JUIs IpHeMa BHYTph) U 100 Mr
pUTOHABMpa OJMH pa3 B CVTKU. IlockonbKy HEBO3MOXHO TmojiydeHue 103bl 450 mr

(GocamnpenaBupa npu NpUMEHEHHH B HopMe TabIIETOK, TAKMM TNAlMEHTaM cleayeT Ha3HauaTh
(bocamnpenaBup B popme CyCIIeH3UH JUIS IPUEMA BHYTPb.

JI1s B3pOCIIBIX MAIIMEHTOB ¢ HapyIIeHHeM (DYHKI[MM MEYeHH TSKENIoN crenenu Tsxecta (10-15
6amno no mkane Yaitna-ITeio) pekomengyemas no3a cocrasisier 300 Mr ocamnpenasupa JBa
pasa B cyTku ¥ 100 Mr putoHaBupa OJIMH pa3 B cyTkH. [ obecrieueHus: Takoil KOPPEKIUH 0351

ClIeTyeT IPUMEHATH (hocaMIpeHaBHp B popMe CyCIIeH3HUH [T IPUEMA BHYTPb.

B 3aBHCHMOCTH OT MHAMBH/YaJIbHBIX OCOOCHHOCTEH y HEKOTOPBIX B3POCIILIX MAIMEHTOB C
HapylmeHnreM QYHKIMHU MEYEHH JaKe IPH TAKOM KOPPEKIHH JO3bI KOHIIEHTPAIIUs aMIIPEHaBUpa U
PUTOHABHMpA B IIJIa3Me KPOBH MOKET OBITh BBIINIE OXKHIAEMOM, TIO3TOMY JUIS TAKHX MAIMEHTOB
HEOOXOJMMO MPOBEIECHHE HAIEKAIIEro JIabOPaTOPHOrO KOHTPOJIS IOKasarelned (yHKIUH
IIEYECHH IIE€Pe/l HA4YaJIOM TEPANUH U NIEPUOJHUECKH BO BPEMSI JICUCHHUSI.

JIaHHO# rpyIe MalMeHTOB CleayeT npuHUMarh npenapat Temxsup® B dopMme cycrneH3uu juis
IpyeMa BHYTPb OTAEJIbHO OT €/ibl ¥ HATOIIAK.

OTCyTCTBYIOT PEKOMEHJAIMH 110 PEXKHMMY JO3MPOBAHUS Ipenapara y JeTe ¢ HapylleHHeM
(YHKIMH NTEYESHH.

IIOBOYHOE JEMCTBUE

Crexyer oTMeTHTB, 4To Juis mpenapara Temsup® B dopMe cycrneHsuu juis mpHeMa BHYTpb
KIIMHUYECKHE HCCIIEJIOBAHMS C YYaCTHEM B3pOCIBIX IAIMEHTOB HE NpPOBOJAWIHMCH. IIpoduie
HEKEJIATEIbHBIX PEaKIUii, IPUBEJIEHHBI B 3TOM pasjielie, OCHOBAaH Ha KJIMHUYECKOM OIIbITE
NPUMEHEHUs Y B3POCIbIX MALMEHTOB, NpUHUMABIIKX npenapar Temsup® B dopme TabneTok,
HOKPBITHIX IUIEHOYHOM 000I04YKOii.

Ilpoduns HexenaTenbHBIX peaKuWi ObUI CONMOCTABUMBIM JUISL BCEX COOTBETCTBYIOLIMX
MCCIIE/IOBAHUI € y4YacTHEM B3pOCIBIX MAIMEHTOB, a HWMEHHO: HCCIEJOBAaHUH C ydacTHEM
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MalMEHTOB, HE NPMHUMABIINX paHee aHTHPETPOBUpPYCHbIE mpenapatsl (APV30002, ESS100732),
M HCCIICJIOBAHHS C YYacTHEM TMAIMEHTOB, paHee NPUHUMABIIMX HHTHOMTOPHI TpoTeasbl (¢
PEXMMOM JI03MpoBaHHs JiBa pa3a B cyTkd, APV30003). ITpopuns HexkenareabHBIX peaximii
OCHOBAH Ha JIaHHBIX 110 0€30MacCHOCTH, COOPAHHBIX B OOIIEH CIOXKHOCTH y 864 NalMeHTOB,
NOJNYYaBIIMX TEpaluio KOMOWHanmuMel (QocaMmpeHaBUpa W PUTOHABHpPa B OHTHX Tpex
HCCIIE/IOBAHUSX.

HauGonee yacTo BCTpeyaBIIMMMUCS HEXENIATEIbHBIMHE PEAKIHAMH IpU Teparuu KOMOUHAIHEH
(ocamnpenaBup + puronasup (6osiee yem y 5 % B3poCIBIX IAlMEHTOB) SIBIISUTMCH HAPYIICHUS CO
CTOPOHBI XKEJTYI0YHO-KHIIEYHOI0 TpaKTa (TOIIHOTA, Auapesi, 00JIb B )KHBOTE U PBOTA) ¥ T'OJIOBHAS
00JIb.

BonbmuHCcTBO HEXCIIAaTCIIbHBIX peaxunﬁ, CBSI3aHHBIX C IIpUEMOM KOM6HHaI.II/lH
(bocaaneHaBnp + PHUTOHABHUD, SBISIJIACH JICTKUMH MM CPEJIHUMH II0 CTEINEHU TSIKECTH,
Ha6mo,71armc1> B Ha4dajle TE€pallMyd U B PECAKHUX ClIydasx Tpe6osa.nu OrpaHUYCHUS] IPUMCHCHUSA
Iperapara. Taxxe ObUTH 3aperucTpupoOBaHbI Ooitee CEPLE3HBIC HEKEIIATCIIBHBIC PCAKIIUH, TAKHEC
KaK BBIPA’KCHHBIC KOXXHBIC BBICBIITAHUS U IIOBBIIIICHUE AKTUBHOCTH II€YEHOYHBIX TPaHCAMHUHAa3.

HexenaTenbHble peakluy, MpeJICTaBICHHbIE HUXKE, TIEPEUYUCIIEHBI B COOTBETCTBUH ¢ CHCTEMHO-
OpraHHOM Kiaccudukaiueil u yacToToi BCTpedaeMoCcTH. YacToTa BCTPEYaeMOCTH OIpe IeNsiach
cleayromuM obpasom: oyvens yacmo (> 1/10), uacmo (> 1/100 u < 1/10), neuacmo (> 1/1 000 u
< 1/100), peoxo (> 1/10 000 u < 1/1 000), ouens peoxo (< 1/10 000) u neussecmno.

Kareropun wactoTsl OBUIM cHOPMHUPOBAHBI HA OCHOBAHHMH DE3YJILTATOB KIMHHYECKHX
MCCIIeIOBaHUH ITpenapaTa u MOoCTPEruCTPAHOHHOTO HAOIIOICHHUS.

BoNBIIMHCTBO HEKENATEIbHBIX PeakIuii, HEPEYHCIIEHHBIX HUXKeE, OBLIO 3apPErHCTPHPOBAHO B XOJIE
TpeX MacmTaOHBIX KIMHUYECKHX HCCIECIOBAHMI C yYacTHEM B3pOCIBIX MAIMEHTOB, B KOTOPBIX
OBLIM BBISBIICHBI HEJKEJIATEIbHBIE SIBIICHUS, 10 MHEHHIO HCCIIEI0BATEIICH, CBSI3aHHBIE C IPHEMOM
UCCIIEAyEMBIX TIPENaparoB, KAK MUHHUMYM CpeJHEH CTENEeHU TsHKECTH (CTENeHb 2 WM BBIIIE) U
NOsIBUBLIMECS 110 KpaifHel mepe y 1 % nmanueHTos.

YacToTa BCTpeuaeMoCTH HeXKeIaTeJIbHBIX PeaKiuii
Hapywenus co cmoponul nepeHoil cucmemol

Yacro: roJioBHasi 60J1b, TOJIOBOKPYKEHHE, MAPECTE3Us CIIU3UCTON 00OIOUKH MOJIOCTH
pra.

Hapywenus co cmoponbl d#cenyo0ouHo-KumeyHo20 mpakma
Ouensb yacro: juapest.
Yacro: JKUIKHH CTYJI, TOLTHOTA, pBOTA, OOJIb B KHUBOTE.

Hapywenusa co cmoponsl Kodicu u NOOKOINCHbIX MKaHetll

Yacro: CBIIlb.
Heuacro: AHTMOHEBPOTUYECKUH OTEK.
Penxo: cunipoM CtueHca-/oHcoHa.
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Obupue paccmpoiicmsa u Hapyuienus. 6 mecme 66€0eH s

Yacro: YTOMJIIEMOCTb.

Jlabopamopuvie u uncmpymenmanvHvle OanHble

Ouenp 4acToO: NOBBIICHUE KOHIIEHTPAIMH XOJIECTEPHHA B KPOBH.

Yacro: ITOBBIIIEHUE KOHIICHTPAIUX TPUTIIHIIEPHUJIOB B KPOBH, ITIOBBINICHUE aKTUBHOCTH
anaHuHaMHHOTpch¢epa3m, aCHapTaTaMI/IHOTpaHC(t)CpaSBI, JIMIIa3Bbl.

Onucanne 0TIeIBLHBIX HEXKeJATEIbHBIX PeaKIHii
Cuinv/peaxyuu co cmoponsl Koxicu

Bo Bpems jeyeHHs MOTYT MOSIBISITBCS JPUTEMATO3HBIE HIIM MaKyJIO-TaryJie3Hble KOXKHBIE
BBICBINIAHUS ¢ 3yaoM uiau Oe3 Hero. Chbilb OOBIMHO IPOXOAHT CaMOIPOMU3BOJIBHO 0O€3
HEOOXOIMMOCTH OTMEHBI Tepanuu (ocaMIPEHABHPOM H PUTOHABHPOM.

Tspxensle WM yrpokaromue >KW3HH CIIy4ad CHIMH, BKIIoYas cuHjapoM CrtuBeHca-J/[>KOHCOHA,
BO3HUKAIOT pejako. I[Ipu mnosiBiIeHHHM TsOKeNOi ChIMM, JUOO TPH JIETKUX HIH YMEPEHHBIX
BBICBIIIAHUSIX, CONPOBOXKIAIOIUXCS CUCTEMHBIMHU HAPYIICHUSIMH WM TOPAXEHHEM CIH3HUCTHIX
060J109eK, COBMECTHBIH TpueM npenaparta Temup® ¢ pUTOHABHPOM CleyeT NpPeKpaTHTh Oe3
BO3MOHOCTH BO30OHOBJICHHUS.

Jlabopamopnvie ucciedosanus

Hapymenus mnaboparopHbIX moka3zaTeliei (creneHu 3 WM 4), NOTEHIHAIBHO CBA3aHHBIE C
Tepanuei pocaMIpeHaBUpOM U PUTOHABUPOM, OBLITH 3aperuCTPHPOBAHEI 110 KpaitHei Mepe y 1 %
B3POCIIBIX MALIMEHTOB M BKIIIOYAJIH TTOBBIIIEHUE aKTHBHOCTH aJlaHHHAMUHOTpaHChepassl (4acTo),
acraprataMuHOTpaHcdepassl (4acTo), JMIA3bl CBIBOPOTKM KPOBH (Y4acTO) W IOBBIIIEHHE
KOHIICHTPAIlUK TPUTIUIIEPUIOB (4acTo).

Memabonuueckue napavempoi

B xone IIPOBEACHHU I aHTI/IpCTpOBprCHOﬁ TE€palruu MOXKET IMPOUCXOIUTH YBCIIMUCHUEC MACCHI T€JIA,
ITOBBIIIEHHUE KOHIEHTPAUHU JIUITUJIO0B U I'NTFOKO3bI KPOBH.

Paboomuonus

IToBbnenue aktTuBHOCTH KpeatuHpochokunazsl (KOK), Muanrus, MHO3UT U B PEJIKUX ClIydasx
pabIOMHUOIM3 HAOIIOAAIUCH Y MAIMEHTOB, IPHHUMABIIMX HHIHOUTOPBI IPOTEa3bl, B YaCTHOCTH,
B KOMOMHALIMH ¢ HYKJICO3H/JHBIMU aHAJIOTAMH.

Cunopom eoccmanognenus uMMyHumema

YV BUY-uHpUUIUMPOBAHHBIX MALMEHTOB C TSIKEIBIM HUMMYHOJE()HUIIMTOM HAa MOMEHT Hayala
KOMOMHHMPOBAHHOW aHTUPETPOBUPYCHOI Tepanuu (KAPT) BO3MOXKHO pa3BUTHE BOCTIAIUTEILHON
peakuMd B OTBET Ha AaKTHBALMIO BO30yauTesnell OECCHMIITOMHBIX MJIH OCTaTOYHBIX
OIMOPTYHUCTUYECKUX MH(peKIuii. AyTouMMyHHbIe 3a00sieBaHus (Takue Kak Oone3ns ['peiiBca)
TaKke HaOMoOamMch Ha (OHE BOCCTAHOBICHHS HMMYHHUTETA, OJHAKO BpeMs IEPBHYHBIX
IPOSIBJICHUH BappHpPOBaIO, ¥ 3a00J1€BaHIE MOIJIO BOZHUKATh Yepe3 MHOTI'O MeCSIIeB IOCIIe Hayalia
TEpaIHH.
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Ocmeonexkpos

3aperucTpUpoBaHbl  CIy4ad pas3BHTHS  OCTEOHEKPO3a, OCOOEHHO y  TAIMEHTOB ¢
oOmenpu3HaHHBIMU  (DaKTOpaMH pHCKA, Ha NPOABHHYTOW crajuu BUU-undexuun wmm npu
JUIMTEIBHOW KOMOMHMPOBAaHHOW aHTUPETPOBHPYCHOH Tepamuu. Yactora 3TOro sBICHHS
HEeHM3BECTHA.

Oco0Oble rpynnsl NanMeHToB

Jlemu

[Ipodunas HexenaTenbHBIX peakiuii y JeTeidl OCHOBaH Ha OOBEJWHEHHBIX JAHHBIX 10
0€e30MacHOCTH, MOJIYYeHHBIX B X0/e ABYX uccienoBanuii (APV29005, nannsie Ha 24 Henene, U
APV20003, nannsie Ha 168 Henene (MTOroBhIe HaHHBIE)), B KOTOPBIX NPHHSIM ydacTHe 158
nHpupoBanHex BUY-1 manuenTtoB B Bo3zpacre ot 2 10 18 siet, mosyyaBmumx GpocamipeHaBup
C PUTOHABHPOM Ha OHE TEpAITHH HYKJICO3UIHBIM HHTHOUTOPOM 00paTHOM TpaHCKpHITas3sl. 79 %
y4aCTBOBABIIMX B UCCIIEIOBAHUY NAIIMEHTOB MOIYYalld TEPAIUIO B TedeHue Oosee 48 Heten.

B nenom, npoduns 6e3onacHocTy st 9TUX 158 neteii ObUT aHATIOrHYEH TAKOBOMY JIUISL B3POCIIBIX
nanuentoB. Cpenu jerelt pBoTa OoTMedalach 4amie, 4eM Yy B3pocibiX. [1000YHBIE peakiuu,
CBSI3aHHBIE C MPUEMOM IIpEnaparoB, yaile BeTpeyainuch B uccrnenoBanuun APV20003 (57 %), B
KOTOPOM IALMEHTHI M0JIy4ald KOMOMHAIHIO (hocaMITpeHaBUp + PUTOHABUP OJIUH pa3 B CYTKH, 110
cpaBHeHHUIO ¢ uccienoBanueM APV29005 (33%), B KOTOPOM MAIMEHTHI MOTyYaTd KOMOWHAIIHIO
bocamnpeHaBup + pUTOHABHP JIBA pa3a B CYTKH.

He BBISBIEHBI HUKAKHE JIOTOJHUTEIbHbBIE MPOOJIEMbl B OTHOLICHHH OE301AaCHOCTH y JIETeH 1o
UTOraM aHalIM3a JAHHBIX, IOJYUYeHHBIX B Xoje uccienoBanuii APV29005 u APV20002 (ua 48
Hezlene), B KOTOPBIX NMPHUHUMATH ydacTHe 54 maiueHTa B Bo3pacte OT 4 Henenb o < 2 JeT,
IIOJIy4aBIIMX JIBA pa3a B CYTKH KOMOMHAIMIO ¢ocamIrpeHaBUp + pUTOHABHP Ha (OHE Teparuu
HYKJICO3UHBIM HHTHOMTOPOM OOpaTHOH TPAHCKPHUIITA3bl, M 5 MAI[MEHTOB, IOJYYHBIINX
OJIHOKpATHYIO /103y (ocaMIpeHaBrpa ¢ pPUTOHABUPOM HJIH O€3 HEro.

Hayuenmol ¢ 2emopunueii

V namueHTOB ¢ reMoQHIMEH, MOJyYaBIIMX AHTHPETPOBHPYCHYIO TEpalHi0 HHIHOMTOpAMH
MpOTEasbl, 0OTMEYAJIOCH YBEIHUYCHUE YACTOTHI CIy4aeB CHOHTAHHBIX KPOBOTEYECHHH.

INIEPE/1IO3UPOBKA

AHTHIOT K (GocaMIpeHaBUpy HEHM3BECTEH. TakkKe OTCYTCTBYIOT JaHHBIE OTHOCHTEIBHO
BO3MOJKHOCTH BBIBCJICHHS aMIIPEHABHpa IIPU IIOMOINM IIEPUTOHEAIBHOrO JHalik3a WIU
reMoaManu3a. B ciiyuae mepeo3MpOBKHM NAIMEHT JIOJKEH HAXOAMTHCS IO HAOIIOICHHUEM IS
BBISIBJICHHSI CUMIITOMOB TOKCHYECKOTO JEHCTBHS, M TPH HEOOXOAMMOCTH ClIeJIyeT MPOBOAUTH
CTaHIapPTHYIO MOJYIEPIKUBAIOIIYIO TEPAITHIO.

B3AUMO/JIEMCTBUE C JIPYTUMHU JIEKAPCTBEHHBIMU CPEJICTBAMMU

[Ipu coBmecTHOM npuMeHeHUH (ocaMmIpeHaBUpa U PUTOHABHUpA MPOPHIL MeTabOTHYECKUX
JIEKapCTBEHHBIX B3aUMOJCHCTBUII PUTOHABHpA MOXKET Ipeo0JafaTh, IOCKOIBKY PHUTOHABUD
sBisieTcs: 6onee MOMHBIM HHruOUTOpoM M3odpepmenta nuroxpoma CYP3A4. CrnenosatensHo,
nepea HayaaoM Tepanmuu npenapatoM Temsup® ¢ puTOHABHPOM HEOOXOAMMO O3HAKOMMTECS C
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MHCTPYKIHCH 110 NPUMEHEHHIO DPUTOHaBHpa. PUTOHABHp Takke HHTHOMpPYEeT H30(hEepMEHT
nutoxpoma CYP2D6, HO B Menbmieil cremenu, uyem wusodepment nuroxpoma CYP3A4.
PurtonaBup UHyLHPYET H30(EPMEHTBI CYP3A4, CYP1A2, CYP2C9 u
TIIIOKYPOHO3MIITpaHCchepasy.

Kpome TOro, m ammnpeHaBHp — aKTHBHBIH MeTabONHT (ocamIpeHaBUpa, — M PHUTOHABUP
METa0OIM3UPYIOTCS TJIaBHBIM 00pa3oM B II€YEHH IIOJ JCHCTBHEM H30(pEpPMEHTa HUTOXpOoMa
CYP3A4. CnenoBatesbHO, MOOBIE IeKapCTBEHHBIE ITPENapaThl, KOTOPHIE METAOOIM3UPYIOTCS TEM
)K€ IYyTEM MM HM3MEHSIOT aKTUBHOCTH M3odepmenTa mutoxpoma CYP3A4, MOoryt H3MeHSThH
(papMakOKMHETHKY aMIpeHaBHpa M PUTOHABHpPA. AHAIOTHYHBIM 00pa3soM IPUMEHEHHE
(ocamnpenaBupa ¢ pUTOHABHPOM MOXKET BIUSTH Ha (PApMAKOKMHETHKY JAPYTHMX JEHCTBYIOMHIX
BEIECTB, METAOOIM3M KOTOPBIX MPOTEKAET 110 TOMY )K€ ITyTH.

UccnenoBanus JICKAPCTBCHHBIX B3aUMO/ICHCTBUI OBLITH IIPOBEJACHBI TOJIBKO C YHaCTHEM B3POCJIBIX
INAaluCHTOB.

Omnucannele HUXKE MCCIEOBaHUS (€C/IM HE YKa3aHO MHOE) ObUIM MPOBEIEHBI C NMPHUMEHEHHEM
(pocamnpenaBupa + puTOHaBHpa B PEKOMEHIOBAaHHBIX J03ax (T.e. 700 Mr + 100 mMr jBa pasa B
CYTKH); OLIEHKAa B3aMMOJCHCTBHS IPOBOAMIACH B PABHOBECHOM COCTOSIHHH TIPH NPUMEHEHHH
npernaparoB B Teyenue 10-21 cyTok.

IIpenapartel no B3aumoaeiictBue Pexomenganumn
00J1acTSM Tepanuu Cpeanee reomeTpuieckoe OTHOCHUTEJIHLHO COBMECTHOIO
3HaYeHHe n3MeHeHus (%) NpUMeHeHHs
(BO3MOIKHBIII MeXaHH3M)

AHTHPETPOBUPYCHBIE JIEKAPCTBEHHBIE ITIPEITAPATBI
Henyxk1eo3uaHbie HHTHOHTOPHI 00PATHOI TPAHCKPHIITA3BI

Jdasupens Knunuuecku 3naunmoe OTcyTCTBYET HEOOXOUMOCTh

600 Mr oIMH pa3 B CyTKH | B3aUMOJICUCTBHE HE B KOPPEKIIMHU JO3BI.
Ha0II01aJI0Ch.

HeBupanun Knuanuecku 3naunmoe OTtcyTcTBYET HEOOXOUMOCTh

200 mr aBa pasa B CyTKH B3aUMO/ICHCTBHE HE B KOPPEKIIMHU JI03bI.
Ha0JII0JaJI0Ch.

ITpaBHpPHH Awmmnpenasup: AUC 1 69 % Mozxet notpedoBarThCs

(mpoBeneHo AmnpenaBup: Cmin T 77 % CHUIKEHHUE J103BI

ucciieoBanue ¢ yyactueM | AMrpeHaBHp: Cmax T 62 % (dbocamnpenasupa (npu

8 nmanueHToB) OtpaBupul: AUC «>* IIPUMEHEHUU CYCIICH3UH IS
OtpaBuput: Cmin <* 1preMa BHYTPb)

DrpaBuput: Cmax <>*

* 110 CPaBHEHHUIO C
HCTOPHYECKUMH
KOHTPOJIbHBIMHU JIAHHBIMU

HyxkJeo3n1Hb1e/HyK/I€0THIHBIE HHTHOUTOPBI 00paTHOI TPAHCKPHIITA3BI

AbakaBup Knunuuecku 3HaunMoe OTtcyTcTBYET HEOOXOAUMOCTh
JlamuByIHH B3aUMOJICHCTBUE HE B KOPPEKIIUHU J035I.
3uoByIHH 0XKHUJIAETCS.
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Ilpenapartsl no
obJ1acTsIM Tepanuu

B3aumopeiictBue
Cpeanee reomerpuyeckoe
3HaYeHue uiMmenenus (%)
(BO3MOIKHBIN MeXaHU3M)

Pexomenganuu
OTHOCHTEJIHHO COBMECTHOI'O
NpHMEHeHHs

bbu10 poBeieHo
HCCIIEZIOBAHHUE C
aMIIPEHABUPOM.
UccnenoBanus
JIEKapCTBEHHBIX
B3aUMOJICHCTBHH C
docammnpenaBupom +
PUTOHABUPOM He
IPOBOIHITHCE.

Junanosun B popme
JKeBATEJBHBIX TA0JIETOK
UccnenoBanus
JIeKapCTBEHHBIX
B3aUMO/ICHCTBUM HE
IIPOBOTUITHCH.

Kinuanyecku 3HaunMoe
B3aUMOJIEUCTBUE HE
OXKUIAETCS.

OtcyTcTBYET HEOOXOUMOCTD
B JICIICHUH WJIU KOPPEKITHH
JI03bI (CM. AHTaIU/IBI).

Juaano3un B popme
KHIIEYHOPACTBOPHUMBIX
Karncy.Ja

Uccnenoranus
JIEKapCTBEHHBIX
B3aUMO/JICHCTBUM HE
IIPOBOIUIHCE.

Knnanuecku 3HaunmMoe
B3aUMOJIEUCTBHE HE
OXKHUJIaeTcs.

OTCYTCTByCT HEOOXOIMMOCTh
B KOPPEKIHUHU OO3EBI.

Tenoposup
300 mMr oMH pa3 B CYTKH

Kimanuyecku 3HaunMoe
B3aUMOJICHCTBUE HE
HaOJIIOAJIOCK.

OtcyTcTBYET HEOOXOJUMOCTD
B KOPPEKIIUH JIO3BL.

HUuruéurops nporeasst BUY

CormnacHo ﬂeﬁCTByIOMHM PYKOBOJACTBAM IIO JICUHCHUIO JIBOMHAas Tepalus ¢ IpUMCHEHUEM

uHrubuTopoB npoteassl BUY B 60IbIIHHCTBE ClTyyaeB HE PEKOMEH IyeTCsl.

Jlonunasup +
PHUTOHABHP

400 mr + 100 mMr aBa pasa
B CYTKH

JlonunaBup: Cmax T 30 %
Jlonunasup: AUC T 37 %
JlomuuaBup: Cmin T 52 %
AmnpenaBup: Cmax | 58 %
AwmnpenaBup: AUC | 63 %
AwmnpenaBup: Cmin | 65 %
JlonunaBup: Cpax «>*
JlonmunaBup: AUC «>*
JlonunaBup: Cpin <>*

* 10 CpaBHEHHUIO C
NPUMEHEHUEM JIONTMHABUpa +

OpnHOBpeMEHHOE IPUMEHEHHE
HE PEKOMEH/1yEeTCH.
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IIpenapartsi no
00J1acTSM Tepanuu

B3aumopeiicTBHe
Cpeanee reomeTpuyeckoe

PexoMenaanuu
OTHOCHTEJIHLHO COBMECTHOIO

3HaYeHue uimeHenus (%) NPUMEHEHHUsI
(BO3MOKHBII MeXaHH3M)

pUTOHABUpA B JI03€

400 mr + 100 mr 1Ba pa3za B

CYTKH
JlonunaBup + AmnpenaBup: Cmax | 13 %*
PMTOHABHD Awmnpenasup: AUC | 26 %*
533 mr + 133 mr 1Ba paza | AmnpeHaBup: Cmin | 42 %*
B CYTKH * 110 CpaBHEHUIO ¢
(dpocamnpenaBup 1400 Mr | mpuMeHEHHEM
JIBa pa3a B CyTKH) bocamnpenasupa +

PUTOHABUpA B J03€

700 mr + 100 mr aBa paza B

CYTKH

(cMmermranHast

WHIYKIUS/ MHTHOHPOBaHUE

CYP3A4, unaykuus

P-rinukonporenna)
NumnaBup — Heso3moxHO
CakBHHaABHP chopMyJIHPOBATH
Henpunasup PEKOMEHIAINH 110 PEKUMY
Uccnenoanus JI03UPOBAHMUSI.
JIeKapCTBEHHBIX

B3aUMOJIEUCTBUU HE
MIPOBOIUJTHCE.

ATa3zaHaBHp
300 mMr oauH pa3 B CyTKH

AtazanaBup: Cmax | 24 %*
Arta3anaBup: AUC | 22 %*
Ata3zanaBup: Cpin <>*

* 10 CpaBHEHHUIO ¢
NpUMEHEHUEM aTa3aHaBupa +
pPUTOHABHpA B J103€

300 mr + 100 mr ouH pa3 B
CYTKH

AmrnpeHaBup: Cmax <
Awmnpenasup: AUC <
AmnpenaBup: Cmin <

OTtcyTCcTBYET HEOOXOAUMOCTh
B KOPPEKIIHH JIO3BL.

HNuruduropsi uarerpasst BUY

PanrerpaBup
400 Mr 1Ba pa3a B CyTKH

Haromak
AMIIpeHaBUp:

Crmax | 14 % (=36 %; +15 %)
AUC | 16 % (=36 %; +8 %)

CoBMecTHOE IpUMEHEHHE HE
PEKOMEHyeTCsl.
3HAUYUTEIHLHOE CHUKEHHE
3KCeno3uIMH U Cin
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IIpenapatsi o
001acTSAM Tepanuu

B3aumopeiicTBHe
Cpeanee reomerpu4eckoe
3HavYeHue usmMenenus (%)

(BO3MOKHBII MeXaHH3M)

Pexomenganuu
OTHOCHUTEJIHHO COBMECTHOIO
NpUMeHeHHUsI

Cmin | 19 % (42 %; +13 %)
PanterpaBup:

Crmax | 51 % (75 %; -3 %)
AUC | 55 % (=76 %; —16 %)
Cmin | 36 % (=57 %; -3 %)
ITocne ejb

AMIIpEeHaBUp:

Cmax | 25 % (41 %; —4 %)
AUC | 25 % (42 %; -3 %)
Cmin | 33 % (=50 %; —-10 %)
Panrerpasup:

Cmax | 56 % (=70 %; —34 %)
AUC | 54 % (66 %; 37 %)
Cmin | 54 % (=74 %:; -18 %)

HaOJII01aeTCs Kak JIis
aMIIpeHaBUpa, TaK U JUIS
panTerpaBupa (0COOEHHO NpU
IIpUEME TIOCTIE €IbI), YTO
MOJKET MPUBECTH K
BHPYCOJIOTHYECKOH Heyaaue y
HaIMEHTOB.

JoayrerpaBup
50 Mr oIMH pa3 B CYTKH

JlonyterpaBup:

Cmax | 24 %

AUC | 35%
C:149%
AwmnipeHaBup: Cmax <>
Awmrnpenasup: AUC <
AwmrperaBup: Cmin <>

Ha ocHOBaHMU JIaHHBIX O
B3aUMOCBSI3H MEXKTy
IKCIIO3MIIUEH Iperapara 1
OTBETOM Ha JICUCHHUE B
KJIMHUYECKHX HAOIIOICHUSIX
KOPPEKIHS JIO3bI
(dbocamnpeHaBupa UK
JI0JIyTerpaBupa He
pexkomenayercs. Heooxoaumo
co0moaaTh OCTOPOKHOCTD U
PEKOMEH/1yeTCsl TIATETbHBINR
KOHTPOJIb TIPH IPUMEHEHUH
yKa3aHHON KOMOWHAIMH IS
JIeYEHHS TIAIIUEHTOB C
PE3UCTEHTHOCTBIO K
UHTHOMTOpAM UHTErpasbl.

Antaronuctbl peuentopoB CCRS

MapaBupoxk
300 Mr 1Ba pa3a B CyTKH

Mapasupok: AUC)2 1 2,49
MapaBupok: Cmax T 1,52
Mapasupoxk: Ci2 1 4,74
Awmnpenasup: AUCy2 | 0,65
AmnpenaBup: Cmax | 0,66
Awmmnpenasup: Ci2 | 0,64
Purtonasup: AUC2 | 0,66
PurtonaBup: Cmax | 0,61

OHOBpEMEHHOE TPUMEHEHUE
HE PEKOMEH/IyeTCsl.
HaGmonaeTcst 3HaYUTEIbHOE
cHkeHre Cin aMIIpeHaBHpA,
YTO MOXKET IPHBECTH K
BUPYCOJIOTHYECKOH Heyaue y
TIAIIMEHTOB.
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IIpenapatsl no
00J1aCTSIM Tepanuu

B3aumopaeiicrBue
CpenHee reoMeTpH4ecKoe
3HavYeHue u3MeHenus (%)

(BO3MOKHBIII MEXaHH3M)

Pexomenganuu
OTHOCHTEJIHHO COBMECTHOI'O
NpUMEHeHHUs!

PuronaBup: Ci2 < 0,86

JlexapcTBeHHBIE IpenapaThbl A1 JeyeHus renatura C

Tenanpesup
(papmarxoxunemuuecxue
OaHHbIe U3 UHCMPYKYUU
no NpUMeHeHuIo
menanpeeupa)

AMmrnpeHaBup: |

AUC 0,53 (0,49-0,58)
Cmax 0,65 (0,59-0,70)
Cmin 0,44 (0,40-0,50)
Tenanpesup: |

AUC 0,68 (0,63-0,72)
Cmax 0,67 (0,63-0,71)
Cmin 0,70 (0,64-0,77)
MexaHnu3M HEU3BeCTEH.

He pexomenyercs.

BouenpeBup

He uzyueno.

Ha ocHoBaHMHU pe3ynbTaTOB
HCCJIeJIOBAHUM ¢ TPUMEHEHUEM
JIPYTUX UHTHOUTOPOB
nporteazsl BUY u Gonenpesupa
MOYKHO HPENOI0KUTH, YTO
OJTHOBpPEMEHHOE ITPUMEHEHHE
(dbocamripeHaBupa +
pUTOHaBHpa U OorenpeBupa
MOJET IPUBECTH K
cyOTepaneBTHYeCKUM
KOHIIEHTPALHSIM
docamripeHaBupa u
Oorenpesupa.

He pexomenyercs.

CumenpeBup
JaknatacBup

He uzydeno.

Ha ocHOoBaHMHU pe3yJIbTaTOB
UCCJIEIOBAHUN C IPUMEHEHUEM
JAPYTUX UHTHOUTOPOB
npotea3sl BUY u cumenpesupa
WK JIaKJIaTaCBUPA MOYKHO
IPEATIOJIOKUTH, YTO
OJIHOBPEMEHHOE IIPUMEHEHUE
docamrnpenaBupa +
PUTOHABHPA U CUMEIIPEBUPA
WJIU JIaKJIaTaCBUPa MOXKET
IIPUBECTH K YBEITMUCHHIO
9KCIIO3UIMH CUMETIPEBHpA UITH
JIaKJIaTacBHpa B IIa3Me KPOBH

He pexomennyercsi.
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Ilpenaparsi no
00/1acTAM Tepanuu

B3aumogeiictBue
Cpennee reoMmeTpuyeckoe

Pexomenganuu
OTHOCHTEJIHHO COBMECTHOI'0

3HaYeHue u3meneHus (%) NPHMEHEeHHS
(BO3MOKHBIII MEXaHH3M)
B CBSI3M C HHTUOUPOBAaHHEM
m3opepmenta CYP3A4.
ITapuranpeBup He u3yueno. ITpoTuBonOKa3aHo.

(B KOMOHHALMH ¢
PHTOHABHPOM H
OMOHMTACBHPOM H NIPH
COBMECTHOM
NpHMeHEeHHH ¢
aacadyBHPOM)

Ha ocHoBaHMHM pe3yJIbTaToOB
HCCIIeIOBAaHUHN C TPUMEHEHHEM
JPYTUX UHTUOUTOPOB
nporeassl BUY u
napuTarnpeBupa +

pUTOHABUpaA + OMOMTACBUDA, C
Jaca0yBupoM uim 6e3 Hero,
MOJKHO TPEATIONIOKUTE, YTO
OJIHOBPEMEHHOE ITPUMEHEHUE
(bocamnpenarupa +
PUTOHABUpPA U

napuTanpeBupa +

pUTOHABUpPA + OMOMTACBHUDA, C
JnacabyBUpOM WM Oe3 Hero,
MOXET IPUBECTH K
YBEJIHYEHHUIO SKCITO3UITHH
MapUTaNpeBUpa B IIa3Me
KPOBH B CBSI3H C
UHTHOUPOBAaHHEM
u3opepmenta CYP3A4 u
Gosee BBICOKOI /10301
PUTOHABHUPA.

INNPOTUBOAPUTMHUYECKUE IIPEITAPATBI

AMH01apoH
Benpuana
XUHHAUH
DireKanHH/I
IIponadenon

AmuonapoH: T oxuaaeTcs
Benpumun: 1 oxunaercs
XuHuauH: T 0XKHuIaeTcs
(uHrudbupoBanue uzopepmMenTa
mutoxpoma CYP3A4 nox
neiicrBueM (pocammnpenasupa +
PUTOHABUPA)

OnexauHu: T 0KU1aeTCs
ITponadenon: 1 oxumaercs
(uHrudbupoBanue uzopepMenTa
CYP2D6 nox neiictBreM
PUTOHABHUPA)

ITpoTuBonokasano. Bo3amoxHO
Pa3BUTHE CEPHE3HBIX U/HIH
YI'POKAIOIIUX JKU3HU PEaKIHi,
TaKHX KaK HapyLICHU
CEep/ICYHOrO PUTMA.
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IIpenaparsi no
o0J1acTSIM Tepanun

B3aumopeiicTBue
Cpennee reoMerpuyeckoe
3Ha4YeHue usmenenus (%)

(BO3MOKHBIH MeXaHH3M)

Pexomenganuu
OTHOCHTEJIHHO COBMECTHOI'O
NMpHUMeHeHHUSs

INPOU3BO/JHBIE AJIKAJIOUJOB CITOPBIHBU

Juruaposproramun
JproraMuH
JPproHoBHH
MeTnmprosoBuH

JluruiposproraMuH:

T oxumaercs

DproHOBHH: T OKHAACTCS
OprotaMuH: T OKHIACTCS
MetumspronoBus:

1 oxxumaeTcs

(uarudbupoBanue uzodhepmMeHTa
uutoxpoma CYP3A4 nox
neiictBueM (pocammnpeHnaBupa +
PUTOHABUPA)

ITpotuBonokaszano. Bo3moxuo
pa3BUTHE CEPhE3HBIX H/HITH
YTPOXKAIOLINX KU3HU PeaKIui,
TaKHUX KakK ocTpas
TOKCHYHOCTbH aJIKaJIOUIOB
CIIOPBIHBH,
XapaKTepHU3yIOLascs
nepudepuyeckum
Ba30CIIa3MOM U UIIEMHEH
KOHEYHOCTEH M IPYyTUX
TKaHEH.

IIPEITAPATBI, BJIUSAIOIIUE HA MOTOPUKY KEJYJIOYHO-KUIIEYHOI'O

TPAKTA

Hu3zanpug

[{uzanpua: T oxumaercs
(uHrubupoBanue u3ohepMeHTa
nutoxpoma CYP3A4 nojx
neicTBueM (ocamrpeHaBupa +

ITpoTuBonokaszano. Bo3moxHo
Pa3BHUTHE CEPHE3HBIX U/HITH
YTPOKAIOIINX YKU3HH PEaKITHid,
TaKUX KaK HapylIeHUs

pPUTOHABUPA) CEp/IEYHOr0 pUTMA.
AHTUTI'NCTAMUHHBIE ITPEITAPATBI (AHTAT'OHUCTBI Hi-IT'HCTAMUWHOBBIX
PELIEIITOPOB)
ActemMu3oJ ActeMu3oi: T oxKugaeTcs IIpotuBonokaszano. Bo3amoxHO
Tepdenaann Tepdenamun: T oxxumaercs pa3sBUTHE CEPHE3HBIX W/UIIU
(uHrUOMpoOBaHuE H30(epMeHTa | YIpOXKAIOUIMX KH3HU PEaKIuii,
nutoxpoma CYP3A4 nox TaKUX KaK HapyLICHHUs
JeicTBUeM (pocamrpeHaBupa + | CepAeYHOro PUTMA.
PUTOHABUPA)
HEWPOJIENITUKU
Iumo3zun [Tumo3ua: T oxugaercs [IpotuBonoka3zano. Bo3moxHo

(uHrudupoBanue u3odhepmenTa
nurtoxpoma CYP3A4 nojx
neiicteueM ocamnpenaBupa +
pPUTOHABHPA)

pa3BUTHE CEPhE3HBIX U/HIIU
YIPOXKAIONIUX )KU3HU peaKIui,
TaKUX KaK HapyLIEeHHUs
CepJIEYHOro pUTMA.

INPOTUBOOITYXOJIEBBIE ITPEITAPATBI

JazaTunnod
Hunornuunb
HNopyTrnaud
Bunbaacrun
IBepoumMyc

ITo npuynne MHrUOUpPOBaHHUS
u3o(depMenTa IUTOXpoMa
CYP3A4 non nelictBreM
(bocaMnipeHaBHpa 0¥KHJIACTCS
MOBBIIIICHHE KOHIIEHTPAI[HH

IToBbllIeH pUCK pa3BUTHS
HEXXeJIaTEJIbHBIX SIBJICHUH,
KOTOpPbIe 00OBIYHO BO3HUKAIOT
Ha (oHe MpUMEHEHUs JaHHBIX

IIPOTHUBOOITYXOJIEBBIX
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Ilpenapartsi no
00J1acTSIM Tepanuu

B3aumopeiicTBue
Cpeanee reomerpuyeckoe
3HaYeHue u3meneHus (%)
(BO3MOKHBII MeXaHU3M)

Pexomenganuu
OTHOCHTEJHHO COBMECTHOIO
NpUMeHeHHs

JlazaTuHUOAa, HUIOTHHUOA,
HOpyTHHHOa, BUHOIACTHHA U
3BEPOJIUMYCA.

npenaparoB. Cieayer
0o0paTuThCs K
COOTBETCTBYIOIIUM
UHCTPYKIUSM I10
IPUMEHEHHIO JIaHHBIX
JIEKapCTBEHHBIX IIPENaparos.

AHTUIICUXOTHUYECKUE ITPEITAPATHI

KBernanuu ITo npuyrze HHrHOUpPOBAHMSI OHOBpeMEHHOE TPUMEHEHUE
u3odepMeHTa UuToxXpoma (dbocamnpeHaBupa u
CYP3A4 non nelictBruem KBETHAIIUHA
bocaMipeHaBHpa 0XKHIAETCS IPOTUBOIOKA3aHO, TOCKOIBKY
TMOBBIIIEHHE KOHICHTPAIIHH MOXET NPUBECTH K
KBETHAIMHA. TIOBBIIIEHHIO TOKCHYHOCTH,
CBSI3aHHOM C IPUMEHEHUEM
KBeTHanuHa. [JoBbnenue
KOHIIEHTpPAIM KBETHAIIMHA B
I1a3mMe KPOBH MOJKET
IIPUBECTH K KOME.
Jlypazuaon ITo npuyune uHruOUpoBaHus O/1HOBpEeMEHHOE IPUMEHEHUE

u30(epMeHTa UTOXpomMa
CYP3A4 nop neiictBreM
bocamnpeHaBupa 0KuIACTCS
NOBBIIIEHHE KOHIIEHTPAIIUU
JIypa3ujoHa.

dbocamnpeHaBupa +
PHTOHABHPA C JIypa3uI0HOM
IIPOTHBOIIOKA3aHO B CBSI3H C
BO3MOJKHOCTBIO Pa3BUTHS
CephEe3HBIX H/UIH
YIPOKAIOLINX )KU3HU
HEKeJIaTeNIbHBIX PeaKIUii.

IIPENAPATHI VISl IEYEHUS UHOEKIIMOHHBIX 3ABOJIEBAHUMN

AHTHOAKTEpHAJIBHBIE NIpe

naparel

Knapurpomuuun
bruio nposeneno
UCCIIE/IOBAHUE C
aMIIPEHABUPOM.
UccnenoBanus
JIEKapCTBEHHBIX
B3aMMO/ICHCTBUH ¢
(dbocamnpeHaBupoM +
PUTOHABUPOM HE
IIPOBOJIHITUCE.

Knaputpomunus: T oxumaercs
yMepeHHOe (MHr'HOMpOBaHHE

n3o(epMeHTa IUTOXpoMa
CYP3A4)

[IpumensTs ¢
OCTOPOIKHOCTBIO.
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IIpenapartsl o
00J1aCTSIM Tepanuu

B3aumopaeiictBue
Cpeanee reomerpuyeckoe
3HaYeHue uiMeHenus (%)
(BO3MOKHBIN MeXaHH3M)

PexomMennanuu
OTHOCHTEJIHHO COBMECTHOIO
NpHMeHeHHUs!

IPUTPOMHIIHH
UccnenoBanus
JIEKapCTBEHHBIX
B3aUMOJICHCTBUH HE
IIPOBO/IMITUCE.

DPUTPOMHULIUH: T OXKHIAETCS
(uarubupoBanue u3odhepmenra
nutoxpoma CYP3A4 non
neicTBueM ocammpenaBupa +
pHUTOHABUpA)

[IpumeHsTh €
OCTOPOKHOCTBIO.

IIpoTuBOTYOEpKYy 1€3HbIE IPENapaThl

Pudadyrun
150 Mr uepe3 cyTku

Pudabytun: Cmax | 14 %*
Pudabyrun: AUC g4g) <>*
25-O-pe3anetunpudadyTHH:
Cmax T 6-kpaTHOE*
25-0-nezanerunpudabyTH:
AUC48) T 11-kpatHoe*

* 110 CpaBHEHHUIO ¢
npuMeHenueM pudadyTuHa B
no3e 300 Mr oJIuH pa3 B CyTKH
ITo cpaBHenuIoO €
UMEIOIUMHCS JTAHHBIMH,
SKCIIO3UIHS aMIPEeHABUpA HEe
U3MEHHUIIACK.

(cMermanHas
WHIyKIMs/MHTMOHpOBaHHE
n3odepMeHTa HUToXpomMa
CYP3A4)

IToBbIIeHHE KOHLIEHTpAUU
25-0O-pe3anerwipudadyTuna
(aKTUBHBINH METabOJIUT)
TEOPETUYECKU MOXKET
MPUBECTH K MOBBHIIIEHUIO
pHCKa Pa3BUTHS
HEKeJIaTeNIbHBIX SIBIICHUH,
CBSI3aHHBIX ¢ pUpaOyTHHOM,
0CcOOEHHO yBEHUTA.
Pexomenyercs cHIKEHHE
CTaHJIAPTHOM JIO3BI
pudadyruna Ha 75 % (T.e. 10
150 mr uepes cytku). Mosxer
noTpeboBaThCs JallbHelIIee
CHIDKEHHE JI03BI.

Pudamnunun

600 Mr oauH pa3 B CyTKH
(amnpenaBup 6e3
PUTOHABUPA)
UccnenoBanus
JIEKapCTBEHHBIX
B3aMMO,ICHCTBHIA C
IPUMEHEHUEM
(docamrpeHaBupa +
pPUTOHABUPA HE
IIPOBOIMITUCE.

Awmmnpenasup: AUC | 82 %
Oskupiaercs CylmecTBEHHOE |
JUISL aMIIPEeHaBUpa
(unnyxnus u3opepMmenTa
muroxpoma CYP3A4 nox
JIeHCTBUEM pH(DaMITHIITHA)

ITpoTuBONOKA3aHO.
Cumxenune AUC amnpeHaBupa
MOJKET NIPUBECTH K
BUPYCOJIOTHYECKOHN HEey1a4ye U
Pa3BUTHIO PE3UCTEHTHOCTH.
[Ipu nonbITKax
KOMIIEHCHPOBATh CHUIKCHUE
9KCIO3UIIUH ITyTEM
HOBBIMIEHHS JJO3BI IPYTUX
UHTUOUTOPOB IIPOTEA3HI IIPH
IIPUMEHEHUU PUTOHABHpA
HaOTI0/1a710Ch MTOBBIIICHHE
YaCTOThI PA3BUTHUS PEaKIUii CO
CTOPOHBI IIEYCHH.

IIporuBorpu6xoBbIie NpenapaTbl

Keroxonasoun

Ketoxonazoin: Cmax T 25 %
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Ilpenaparei no
00J1aCcTSIM Tepanun

B3aumopeiicreue
Cpennee reomeTpuyeckoe
3HaYeHHe usmenenus (%)
(BO3MOIKHBII MeXaHU3M)

PexoMenganuu
OTHOCHTEJIHLHO COBMECTHOI'O
NpUMEHeHHUsI

200 Mr ouH pa3 B CyTKH B
Te€YeHHE 4 CYyTOK

HUrpakonaso
UccnenoBanus
JIEKapCTBEHHBIX
B3aMMOJICUCTBUI HE
IIPOBOTUITHCH.

Kerokonazon: AUC 1 2,69-
KpaTHoe.

AmnpeHaBup: Cmax <
AmnpenaBup: AUC <
AmmnpenaBup: Cmin <>
Wrpakonason: T oxxumaercs
(uHrubupoBanue uodhepmenTa
utoxpoma CYP3A4 nox
JeiictBueM (ocamnpenaBupa +
PUTOHABUPA)

[IpumeHeHne BRICOKUX 103
(6omee 200 Mr/cyTkum)
KETOKOHA30J1a UITH
HTpaKOHAa30J1a He

PEKOMEH TyeTCs.

AHTALIU/JbI, AHTATOHUCTBI H2-'MCTAMUHOBBIX PELHEIITOPOB U

UHTUBUTOPHI TIPOTOHHOM ITIOMIIbI

CycneH3ust aHTAIH/IA
30 M1 0OIHOKpPATHO
(OxBHBaJIeHTHO 3,6 T
AIOMHHHAS THAPOKCHIA
u 1,8 r maraus
THAPOKCH/IA)
(pocammpenasup 1400 mr
OJHOKPATHO)
Pannrnann

300 Mr ogHOKpaTHO
(pocamnpenaBup 1400 mr
OJIHOKPATHO)
I30Menpaszon

20 Mr oJIMH pa3 B CYTKH

AmnpenaBup: Cmax | 35 %
AwmmnpenaBup: AUC | 18 %
AmnpenaBup: Cmin (Ci24) <>

AmnpeHaBup: Cmax | 51 %
Awmmnpenasup: AUC | 30 %
AmnpenaBup: Cmin (Ci2q) <

AmnpenaBup: Cmax <>
Awmnpenasup: AUC <
AmnpenaBup: Cmin (Ci24) <
(nosbimuenue pH xenynoynoro
COKa)

OTcyTCcTBYET HEOOXOIUMOCTH
B KOPPEKILIHUHU J035I IIPH
NPUMEHEHUH aHTAIUIOB,
AQHTarOHMCTOB
H>-rucraMuHOBBIX
PELENTOPOB WM HHTHOUTOPOB
IPOTOHHOM ITOMIIBL

NNPOTUBOCYJAOPOKHBIE ITPEITAPATHI

®eHuTONH
300 Mr oguH pa3 B CyTKH

®enutout: Cmax | 20 %
®enuroun: AUC | 22 %
®enutouH: Cmin | 29 %
(ymMepeHHas UHYKLUS
u3odepMeHTa UToXpoma
CYP3A4 non nelictBreM
bocamnpenasupa +
PUTOHABUPA)
AmnpeHaBUp: Cmax <>

Pexomenayercs npoBOAUTH
KOHTPOJIb KOHIICHTPAIIUH
(dbeHuTOMHA B IJ1a3Me KPOBU U
MOBBIIATH 7103y (peHuTOMHA B
ciyyae He0OXOIMMOCTH.
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Ilpenaparsi no
00J1aCTSIM Tepanmuu

B3aumoaeiictBue
Cpeanee reomerpu4eckoe
3HaYeHHe H3MeHeHus (%)

(BO3MOKHBII MeXaHH3M)

PexoMennanuu
OTHOCHUTEJIHHO COBMECTHOI'0
NpUMeHeHUsl

Awmnpenasup: AUC 120 %
AwmrpenaBup: Cmin T 19 %

®enobapouTAI
Kapb6amazenun
HccnenoBanus
JIEKapCTBEHHBIX
B3aUMO/ICHCTBUM HE

AMITIpEeHaBHp: | OXKH1aeTcs
(yMepeHHas HHIYKIUs
u3odepMeHTa IMUToXpomMa
CYP3A4)

ITpumeHnsTh ¢
OCTOPOIKHOCTBIO.

IIPOBOJINIIUCK.

JInpoxkaun JIunokauH: T oxuIaeTCs OIHOBpEMEHHOE IPUMEHEHUE
(JUISL CHCTEMHOTO (uHrHOUpOBaHUE H30(EepPMEHTa | HE PEKOMEHIYETCS, MOXKET
BBEJICHHS) utoxpoma CYP3A4 nox BBI3BIBATH CEPhE3HBIC
UccnenoBanus neiictBueM (pocaMIpeHaBupa + | HeKeJaTelbHbIE PEaKIHH.
JIEKApCTBEHHBIX PHUTOHABHpA)

B3aUMOJIEHCTBUH HE

IIPOBO/THITUCE.

lanodpanTpun [anodantpun: T oxkugaeTcs OHOBpeMEHHOE IPUMEHEHUE
Uccnenoanus (uHrHOMpoBaHME H30(epMEHTa | HE PEKOMEHIYETCs, MOKET
JIEKapCTBEHHBIX utoxpoma CYP3A4 nog BBI3BIBATh CEPHE3HBIE

B3aUMOJIEHCTBUHU HE
IIPOBOJIUIIHUC.

neiictBreM (ocaMpeHaBupa +
PUTOHABMPA)

HEXKEIIATCIIBHBIC PCAKIIUH.

HUHI'MBUTOPHBI 5-OCDPOAUICTEPA3DI

Cunenadpua
Bappenadua
Tananagpua
HccnenoBanus
JIEKapCTBEHHBIX
B3aUMOJICHCTBUM HE
IPOBO/IMJIKCD.

UHruduropsl
S-pochoauscrepassr:

T oxumaercs

(uHruOupoBaHue u3ohepMeHTa
utoxpoma CYP3A4 nox
neiictBueM (hocamrpenasupa +
PUTOHABUPA)

OaHOBpEMEHHOE TIPUMEHEHHE
HE PEKOMEHIyeTCsl, T.K. MOXKET
BBI3BIBATh ITOBBILICHHE
YaCTOTHI HEXENIATEIbHBIX
peaKkuuii, CBI3aHHBIX C
MIPUMEHEHUEM
5-pochoausrcrepasbl, BKIHOYAs
THIIOTEH3UIO, HApYIIECHHE
3peHHs U IIPHAINU3M (CM.
HHCTPYKIUIO 110 IPUMEHEHUIO
UHTHOUTOPOB
S-bocdoausrcrepassr).
[TanuenToB creayer
IIpeyNpeuTh 00 3TUX
BO3MOJYKHBIX TOOOUHBIX
s¢dexrax mpu NpUMEHEHUN
UHTUOMTOPOB

5-bocdoausrcrepassl
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IIpenapartsl o
00/1acTAM Tepanuu

B3aumojeiicreue
CpeHee reoMeTpu4ecKoe
3HavYeHue usmMeHenusi (%)
(BO3MOIKHBIN MeXaHH3M)

PexoMenanuu
OTHOCHTEJIHHO COBMECTHOIO
NpUMeHeHHUs!

COBMECTHO C
(hocamripeHaBUPOM +
puroHaBupoM. Crenyer
OTMETHUTBH, YTO IIPUMEHEHHE
(bocamripeHaBupa ¢ HU3KOM
JI0301 PUTOHABUPA COBMECTHO
¢ cIIeHaGUIIOM JUIS JICUEHUS
JIETOYHOM apTepHalIbHOMN
TUIIEPTEH3UH
IIPOTUBOIIOKA3aHO.

NHI'AJIAIIMOHHBIE/HA3AJIBHBIE CTEPUO/1bI

duryTHKAa30HA
NpPONHOHAT

50 MKT MHTpaHa3aIbBHO
YeThIpe pa3a B CYTKH B
TE€YeHHE 7 CYTOK
(puToHaBup B hopme
kancyn 100 Mr 1Ba pasa B
CYTKH B T€4E€HHE 7 CYTOK)

®dnyTHka3zoHa MponuoHar: 1
YpoBeHb 3HI0r€eHHOTO
koptHu3oina: | 86 %

Brustnue BBICOKOM CHCTEMHOM
AKCIO3UIUH (HIyTHKA30HA HA
KOHIICHTPAIUIO PUTOHABHPA B
I1a3Me KPOBH HEM3BECTHO.
MoxHO 0XuIaTh 0oliee
BhIpaKeHHBIE 3D GEKTHI IPU
HHTAISIHOHHOM TIPUMEHEHHH
(bayTHKa3oHa MPOMKOHATA
(uarudupoBanue uodepmeHTa
nutoxpoma CYP3A4 non
neiicreueM (pocamrpenasupa +
PUTOHABHPA).

OJIHOBpEeMEHHOE TPUMEHEHUE
HE PEKOMEHJIyeTCs 3a
UCKIJTIOUEHHEM CIIy4yaeB, KOrja
O’KHJIaeMasi 10JIb3a OT
JICUEHHSI TIPEBBIIIAET PUCK
Pa3BUTHS CHCTEMHBIX
a¢dexToB
TITFOKOKOPTHKOCTEPOUJIOB.
Crnenyer paccMOTpeTh
BO3MOYKHOCTH CHH)KEHHS 10351
TIIFOKOKOPTHKOU/1A TIPH
TIIATEIILHOM KOHTpPOJIE
MECTHBIX M CUCTEMHBIX
s¢dexToB WM nepexoja Ha
JIeYCHHE TTIIOKOKOPTUKOHIOM,
KOTOPBIH HE SBIISETCS
cybcrpaTom uzodepmeHTa
mutoxpoma CYP3A4
(manpumep, 6exnomerason). B
CJIy4ae OTMEHBI
TJTFOKOKOPTHKOUI0B MOKET
noTpedOBaTHCS OCTEIIEHHOE
CHIDKEHHE JI03bI Ha
NPOTSDKEHUHU Ooliee
JUIMTEJIBHOTO IIEpHOJa
BPEMEHH.
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Ilpenaparsi o
00J1acTSIM Tepanuu

B3aumopeiictBue
Cpennee reomerpu4eckoe
3HaYeHue nimenenus (%)
(BO3MOKHBIN MeXaHH3M)

Pexomenaanuu
OTHOCHTEJIHLHO COBMECTHOIO
NpUMEHeHHUs!

AHTAT'OHUCTBI AJIb®A-1 AIPEHOPELIEIITOPOB

Andy3zo3un

B03M0HO nOBBIIIEHHE
KOHIIEHTpaIiu angy303uHa,
4TO MOXKET MPUBECTH K
THIIOTEH3HH. MexaHu3m
B3aMMO/ICHCTBHS 3aKIIFOYACTCS
B MHTHOUPOBAaHUU
u3o(epMeHTa IUTOXpoMa
CYP3A4 nop neiictBreM
docamnpenaBupa +
PUTOHABHUPA.

CoBMmecTHOE IPUMEHEHHE
bocamnpenanupa +
pUTOHABUpA U alndy303UHA
MPOTHUBOIOKA3aHO.

IIPEITAPATHBI U3 PACTUTEJIBHOI'O ChIPbSI

3Bepoboii
NPOABLIPSIB/IEHHBIH
(Hypericum perforatum)

AMIIpeHaBHp: | OXKHUIAETCS
(KU u3ohepMeHTa
muroxpoma CYP3A4 noj
JIeCTBHEM 3Bepo0Os

PO IBIPSIBIIEHHOTO)

PacturensHbie npenaparsl,
coJiepalue 3Bepodoit
IPOJILIPSIBIICHHBIN, HEJIb3s
IPUMEHSTH B KOMOUHAIHH C
bocamnpenasupoM. Eciu
MAIMEHT YK€ NPUMEHSET
npernapar 3Bepodost
IPOJIBIPSIBIIEHHOTO, CIIETyET
IPOBECTH aHAIU3 JIIS
OIpe/iesIeHUs] KOHIEHTpalui
aMIIpeHaBHpa, pUTOHABUPA U
PHK BUY u npexkpaTtuth
NpUMEHEHHUE 3Bepo0os
npobIpsiBieHHoro. [1pu
NpeKpaleHUH ITPUMEHEHHS
3Bep000sI IPOJILIPSBICHHOIO
KOHIIEHTPALlMK aMIIpeHaBHpa U
pPUTOHABHpA MOTYT
HOBBICUTECS. HAyIHpYIOIHii
s dext MoxKeT coXxpaHIThCS
Ha NPOTSHKEHHH HE MEHEe

2 HeseNb Mocye MpeKpaIieHus
JIeYeHUsl 3BepodoeM

IIPOIBIPSIBIICHHBIM.
NUHI'UBUTOPBI I'MI'-KOA PEJIVKTA3bI
JloBacraTun JloBactaTuH: T OXXUIaeTCs [TpoTuBonoOKa3zaHo.
CumBacTaTiuH CumBactaTuH: T 0OXKHIACTCS
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IIpenaparsi no
00/1aCTAM Tepanuu

B3zaumopneiictBue
Cpeanee reomeTpuyecKoe
3HavYeHne uiMenenus (%)
(BO3MOIKHBII MeXaHH3M)

Pexomenganuu
OTHOCHTEJIHHO COBMECTHOI'0
NpUMeHEeHHUsI

Uccnenosanus
JIEKapCTBEHHBIX
B3aHUMO/ICHCTBUI HE
IIPOBOIMIIHCE.

(uarudupoBanue u3odhepmenra
utoxpoma CYP3A4 nojx
neicTBreM (ocammnpeHaBupa +
pPUTOHABUPA)

[ToBbIIIEHME KOHIIEHTpAITUH
unruouTopoB ' MI'-KoA
PeIyKTa3bl MOXKET BHI3BIBATH
MHOIATHUIO, BKIIIOYAs
pabIoMHUOIIH3.
Pexomennayercs npumenenue
npaBacTaTHHA WU
¢ryBacTaTuHa, HOCKOJIBKY UX
MeTabO0JIM3M HE 3aBUCUT OT
u30depMeHTa IUTOXpoMa
CYP3A4, u B3auMojieiicTBHE C
WHTHOUTOpAMHU NPOTEA3kI He
0KHJIAeTCS.

ATOpBacTaTHH
10 Mr oguH pa3 B CyTKH B
TeyeHue 4 CyToK

AtopBactaTuH: Cmax T 184 %
Atopsactatun: AUC 1 153 %
AtopBactatiH: Cmin T 73 %
AmnpeHaBup: Cmax <>
Awmnpenasup: AUC <
AmripeHaBup: Cmin <>
(uarudbupoBanue uzohepMeHTa

Cretyer npUMeHSTh
aTOpBACTATHH B JI03aX HE
6osee 20 Mr/cyTKH ¢
TINATEIBHBIM KOHTPOJIEM Ha
HaJTHYHe PU3HAKOB
TOKCHYHOCTH aTOpBacTaTHHA.

nurtoxpoma CYP3A4 non

neicTBueM (ocamrpeHaBupa +

PUTOHABUPA)
NUMMVYHO/JEIIPECCAHTBI
Huxsiocnopun [luknocniopus: T okuaaeTcs PexoMenyeTcs IpOBOIUTE
Panamunun Panamunun: 1 oxunaercs 4acThIH KOHTPOJIb
Takpoaumyc Taxkpomumyc: T oxuaercs TepaneBTHYECKUX
UccnenoBanus (uHrudUpoBaHue H30pepMeHTa | KOHIIEHTpALUii
JIEKapCTBEHHBIX muroxpoma CYP3A4 nox UMMYHOJIETIPECCAHTOB JI0 T€X

B3aUMOJIEMCTBUU HE

neiictBueM ocamrnpenasupa +

IIOp, IMOKa UX KOHICHTPAIUH

IIPOBO/IUJTUCE. PUTOHABHPA) HE CTaHyT CTAOUJIbHBIMH.
BEH30/IUA3EIINHbI

Mupazonam Munaszonam: T oxunaercs (3— | @ocamnpenaBup + puToHaBUP
Uccnenopanus 4-kpaTHOE TIpH HE CIIeIyeT IPUMEHSTh
JIEKapCTBEHHBIX apeHTEePaTLHOM BBE/ICHUH COBMECTHO C MHJIa30JIaMOM B

B3aUMOJICHCTBUHU HE
IIPOBOAHIIUC.

MH/J1a30J1amMa)

Ha ocHoBaHuM JaHHBIX,
MOJTYYEHHBIX NIPH TPUMEHEHUU
JIPYTUX UHTHOMUTOPOB

dbopme Juis npuemMa BHYTPb.
Taxoke cnenyer codmoaarsb
OCTOPOYKHOCTH ITPU
IPUMEHEHUH

C.31u339



IIpenaparsl no
00/1aCTAM Tepanuu

B3aumopaeiictBue
Cpeanee reomeTpuyeckoe
3HAYeHHe u3MeHenus (%)

(BO3MOKHBII MEXaHH3M)

PexomMenganuu
OTHOCHTEJIHLHO COBMECTHOIO
NpHMeHeHHUs!

MpOTEa3bl, OKUAACTCS
3HA4YUTEJILHOE TIOBBIIICHHE
KOHILIEHTpAIIMK MK 1a30J1ama B
TU1a3Me KpOBH IPH pueMe
MH/1a30J1aMa BHYTpb.
(uHrubupoBanue u3odhepmenTa
mutoxpoma CYP3A4 nox
neicTBueM (ocamnpenaBupa +
pPUTOHABUPA)

(dhocamrnpeHaBupa +
PHTOHABHpPA COBMECTHO C
MH1a30J1aMOM B opme JIIst
MapeHTEPAIbHOTO BBE/ICHHS.
[Ipumenenune
(dhocamrpeHaBupa +
PUTOHABHpPA COBMECTHO C
MH1a30JIaMOM B opme JiIst
HapeHTepabHOIO BBEICHHS
Clle/TyeT IIPOBOIUTE B
OT/ICJICHUH peaHHMaIuHd U
WHTEHCUBHOM TEpaIruy WIH B
AQHAJIOTMYHBIX YCIOBHSX,
rapaHTHPYIOIUX TIATEILHBIH
KJIMHUYECKUH KOHTPOJIb U
HEOOXOUMYIO METUITHHCKYIO
IIOMOIIb B CIIy4ae YTHETCHHS
JIBIXQHUS W/HITH
IIPOIOJDKUTETBHOTO
ceaTuBHOTO 3 dexTa.
Crnenyer pacCMOTPETh
BO3MOJKHOCTH KOPPEKIIHH
JI03bI MHJIa30J1aMa, OCOOEHHO
IIpU BBeIeHUH Ooliee 0THOU
JI03BI MHJ1a30J1aMa.

TPUIHUK/INYECKHUE AHTUJAEIIPECCAHTBI

Je3unpaMusH Tpunmxinyeckuit Pexomenayercs TmaTeabHbIN
Hoprpuntuinu aHTUJENIPECcCaHT: T 0XKUAACTCS | KOHTPOJIb TePAlleBTUYECKUX U
HccnenoBanus (cmaboe uHruOMpoOBaHue HE)KeJIaTeJIbHBIX peaKkIui Ha
JIEKapCTBEHHBIX u3o(depMeHTa IUTOXpoMa TPULUKITHYECKHE
B3aUMOJICHCTBUH HE CYP2D6 non pelictBreM AQHTHJICTIPECCAHTHI.
IPOBOHIIUCD. PUTOHABUPA)

OIIMOU/AbI

Meranon (R-) metanon: Cmax | 21 % KrnuHuuecku 3Ha4UMOE

<200 mr oauH pa3 B
CYTKH

(R-) meramon: AUC | 18 %
(uHIYKIUS H30()epMEHTOB
CYP non aeiictBuem
(bocamnpenasupa +
PUTOHABHPA)

CHH)KEHHE KOHIICHTpAIlHU
(R-) meTaiona (aKTHBHBIH
SHAHTUOMEP) HE OIKUITACTCS.
B kagectBe Mepbl
IPEIOCTOPOIKHOCTH CIIEyeT
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IIpenaparsl no
00J12CTSAM Tepanuu

B3aumopeiictBue
Cpeanee reomerpuyeckoe
3HaYeHue usMeHenus (%)
(BO3MOKHBII MeXaHH3M)

Pexomenaanun
OTHOCHTEJIbHO COBMECTHOI'0
NpUMeHeHHus!

MPOBOJIUTH KOHTPOIIb
COCTOSIHMSI TAIIUEHTOB JUISI
BBISIBJIEHHS aOCTHHEHTHOTO
CHHJIpOMa.

HEPOPAJIbHBIE AHTUKOAT YJISIHTHI

Bapdapun

Jlpyrue nepopajibHbie
AHTHKOATYJISIHTHI
UccnenoBanus
JIEKapCTBEHHBIX
B3aUMO/JIEHCTBUH He
IIPOBO/IUITUCE.

Bo3moxHo | unu 1
QHTUTPOMOOTHYECKOTO
sddexra.

(MHIYKIUS. /AT
UHrHOupoBanue uzodhepmenrta
mutoxpoma CYP2C9 nonx
JICHCTBUEM PHTOHABHPA)

PexomenyeTcs yCHIeHHBIH
KOHTPOJIb MeXTyHapoHOTO
HOPMAJIN30BaHHOTO
OTHOIICHMS.

IIEPOPAJIBHBIE KOHTPALIEIITUBBI

ITHHIIICTPATHOT
0,035 Mr / HopaTHCTEPOH
0,5 Mr oHH pa3 B CyTKH

DTHHUIACTPAIHOI:

Cmax | 28 %
DTUHHIIICTPATHOIT:

AUC | 37 %
Hopatuctepon: Cmax | 38 %
Hopatucrepon: AUC | 34 %
Hopatucrepon: Cmin | 26 %
(uHyKIus u3odepmenTa
muroxpoma CYP3A4 nox
neiicrBueM ocamrnpenasupa +
PUTOHABHUPA)

AmnpeHaBHp: Cmax «>*
AwmnpenaBup: AUC «*
AmmnpenaBup: Cpin <*

* 110 CpaBHEHHIO ¢
HUCTOPUYECKUMH JIAHHBIMH
PutonaBup: Cmax T 63 %*
Putonasup: AUC 1 45 %*

* 10 CpaBHEHHUIO ¢
HUCTOPHYECKUMH JJAHHBIMH
VY HEKOTOPBIX MALHEHTOB
HaOJII0IATI0Ch KITMHUYECKH
3HAYMMOE MOBBIIICHHE
AKTHMBHOCTH IIEUYEHOYHBIX
TpaHCAMHHA3.

JInst JKeHIMH, CTOCOOHBIX K
JIETOPOIKICHHUIO,
pPEKOMEHIyeTCs
UCITIOJTb30BaHUE
IbTEPHATHBHBIX,
HErOPMOHAIBHBIX METOJIOB
KOHTPAIEIIIHH.
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IIpenapartsi no
00J1aCcTAM Tepanuu

B3aumopeiicTrBue
Cpennee reoMeTpu4eckoe
3HaYeHue usmenenus (%)

(BO3MOKHBII MeXaHH3M)

Pexomenganuu
OTHOCHTEJIHHO COBMECTHOIO
NpHUMEHEeHHUs!

(CH03C)

CEJIEKTUBHBIE HHI'MBUTOPBI OBPATHOI'O 3AXBATA CEPOTOHUHA

ITapoxceTun
20 Mr oiMH pa3 B CyTKH

ITapokcetns: Cmax | 51 %
[Tapokcetun: AUC | 55 %
AmnpeHaBHp: Cmax <*
AmnpenaBup: AUC «*

PexomeHnayercst THTpOBaHHE
JI03BI IIAPOKCETHHA 110
pe3yJibTaTaM KJIHHUYECKO
OILICHKH OTBETA Ha JICUCHHE

AmmnpenaBup: Cmin «>* AQHTHJICTIPECCAHTOM. Y

* 110 CpaBHEHHUIO C MAlUEHTOB, MOJIyYarOIIUuX
HUCTOPUYECKUMHU JIAaHHBIMU JIeYeHHEe TapOKCETHHOM B
MexaHu3M HENU3BECTEH. CTa0HIIBHOM J03€, KOTOPhIE
HAQUHHAIOT JICYCHUE
bocammnpeHaBUPOM H
PHTOHABHPOM, CIIEAYET
MPOBOJUTH KOHTPOJIb OTBETA

Ha JICYCHHUC

AHTHUACTIPECCAHTOM.

OCOBBIE YKA3AHUSI

[TaruenT J10/KeH CTpOro MNpHACPKHUBATHECSA BCEX pCKOMCHI[aHHﬁ, KacCarouuxcs pexuMa
JAO03UpPOBaHUs ITpEIriapara.

[TanuentoB crnenyer npouH(POPMHUPOBATh, YTO COBpPEMEHHAs AHTUPETPOBUPYCHAS Teparus,
BKirouas npenapat Temup®, e nsneunsaer BUU-nndekumio, mo3toMy Ha GOHE Teparii MOTyT
pa3BUBATLCS OMNIOPTYHUCTHUYECKUE MHPEKUUU WM Jpyrue ocnoxuHenus BUY-undexnuu. He
JI0Ka3aHO, YTO COBPEMEHHBIE aHTHPETPOBHPYCHBIE Ipenaparthl, BKIouas npenapar Temsup®,
CIOCOOHBI NpeaoTBpanare nepegayy BUY apyrum jmnam npu mojoBOM KOHTAKTE WM 4epe3
KpoBb. [loaTOMYy manmmeHTHl JODKHBI IPOAOIDKATH COONIIOAATH COOTBETCTBYIOIIME MEpHI
IIPEIOCTOPOIKHOCTH.

Monekyna pocamnpenaBupa coepKuT CyIbHOHAMHUIHYIO rpyniry. Bo3M0oXXHOCTh mepekpecTHOMH
YyBCTBUTEJIBHOCTH MEXIY JICKapCTBEHHBIMM IIpenapataMM Kiacca CylIbQOHaMHIOB U
npenapatoM Temsup® nemsBectHa. B 6a30BBIX HCCTeIOBAHUAX IPUMEHEHHS OCAMIIPEHABUPA HE
OBUIM TOJTyYeHB! JAaHHBIE, CBUCTEIBCTBYIOIUE O IMOBBIIICHHOM PHCKE INOSBICHHS CHITH IPH
IpUMEHEHUH (ocaMIpeHaBHpa y NAlMeHTOB C allepruedl Ha cyib(poHaAMHBI B aHAMHE3e B
CPaBHEHHUH C TalMeHTaMu 6e3 amiepruu Ha cyiabdonamussl. Tem ne menee, npenapat Temsup®
HEOOXOZMMO TIPUMEHSATH € OCTOPOXKHOCTBIO Yy TAlMEHTOB C W3BECTHOW aljieprueil Ha
cynb(hoHAMUTHBIE ITpeTapaThl.

[lpenapar  Temsup® B dopme

IPONUIIIAParkIpOKCUOCH30aT W METWJIAparupoKCUOeH30aT, KOTOpble MOIYT BBI3BIBATh

CYyCIIEH3MM  JUIsi  IpUe€Ma  BHYTPb  COJEPKHUT

ANIEPrUdCCKYIO pEaKIUIO, B TOM YUCJIC 3aME€IVICHHOI'O TUIIA, Y HEKOTOPBIX IMAIJTHCHTOB.
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CoBmectHoe nprumeHenue npenapata Temsup® 700 Mr J1Ba pasa B CYTKH ¢ PHUTOHABHPOM B JI03aX
6osnee 100 mr /1Ba pasa B CyTKH He OBLIO H3y4eHO B KIMHUYECKUX yCIoBUsIX. [IpuMenenue Gonee
BBICOKHX JI03 PUTOHABHPA MOXKET U3MEHUTH NPO(HIL 6€3011aCHOCTH KOMOHHAIINH M TI03TOMY HE
PEKOMEHTyeTCs.

Ipumenenne npenapara Tensup® B coueTanum ¢ HU3KOM 1030# PHTOHABHPA HE GBLIO JOCTATOYHO
M3YYECHO y MAlMEHTOB, paHee MOTyYaBIIUX HHTEHCHBHYIO TEPAIHIO.

Y [auueHToB, paHee NpPHHUMABIIMX HMHTHOMTOpPBI mporeassi BUY, HasHaueHue mnpemapara
Ten3up® 10KHO GBITH OCHOBAHO Ha M3YYEHWH MHIMBHIYaIbHON TEparuu U Pe3UCTEHTHOCTH
BHpYyCa.

dapmakokuHeTHKa, 6€30MacHOCTh U 3 ek THBHOCTH puMeHenus npenapara Temsup® y nereii B
BO3pacte J10 4 HeJlellb He YCTAaHOBJICHBI.

O dexTHBHOCTE U 6e30IaCHOCTH Mpernapara Temnp® y NAIUEHTOB cTapiie 65 JeT He U3ydaiach.
3a00/1eBaHUS IEYeHH

Ipenapar Tensup® ¢ pUTOHABHPOM CIIEYET PHMEHSTE ¢ OCTOPOKHOCTBIO M B CHUKEHHBIX J103aX
Y B3POCIIBIX MAIMEHTOB C HapyIIeHHeM (YHKIIUH TIeYeHH JIETKOM, CPEIHEH MM TSHKEION CTeNeH:
TSOKECTH.

VYV manmeHToB ¢ XpoHHMYeckuM rematutoM B wim C, mnosyyarommx KOMOMHHUPOBAHHYIO
AHTHPETPOBUPYCHYIO TEPAIUIO, IIOBBIIICH PUCK PA3BUTHS TSKEIIBIX U MOTEHI[HAIBLHO JIETATBHBIX
HEXEJATeIbHBIX PEaKI|ii €O CTOPOHBI Te4eHH. B ciydae NpHUMEHEHHs CONMyTCTBYIOIIEH
IPOTHBOBUPYCHON Tepanuu Juid JiedeHus renatuta B wim C crnexyer Takke 03HAKOMHUTHCS C
COOTBETCTBYIOIIUMH MHCTPYKIMSMH 110 IPUMEHEHHIO 3TUX IIPENapaTos.

YV NalKMeHToB ¢ yXkKe CYIECTBYIONMM HapylieHHeM (YHKIMH TI€YeHH, BKIIOYas XPOHHYECKHIt
aKTHUBHBIA IENaTUT, BO BpeMs KOMOMHMPOBAHHOW aHTUPETPOBHPYCHOM TEpaIMi MOBBIIIAETCS
4acToTa pa3BUTHs HapylIeHHH (YHKIMH II€YEeHH, IO0JTOMY JaHHBIE MAIMEHTHl JOJDKHBI
HaXOJMTHCS 0] HAOJIIOJIEHHEM B COOTBETCTBHM CO CTAHAAPTHOM NpakTUKOM. [Ipu mossienun
IPU3HAKOB yXy/IIeHHs 3a00ji€BaHMs IEYEHH Yy TAKUX IAIMEHTOB HEOOXOIHUMO PaccMOTPEThH
BO3MOXKHOCTB IPEPHIBAHMSI WM IPEKPAICHHUS TEPAIHH.

ITorennuaabHoe B3aMMO/IelicTBHE C JIEKAPCTBEHHBIMU CPEACTBAMH

He pekomeHIyercs COBMeCTHOE NpuMeHeHHe Tpenapata Temsup® ¢ ranodaHTpHHOM I
JIMJIOKAUHOM (/17151 CHCTEMHOT'O BBEJICHHS ).

He pekomenayercss OJHOBpEMEHHOE IpPUMEHEHHE HHIHOUTOPOB S-pochoamscrepassl s
JIeYEHHs] SPEKTHIbHON nucyHKIMM (Hampumep, cuiieHadwia, Taganaduia, BapacHadpuia) y
NalMEHTOB, NpUHUMaommX npenapar Temsup®. Oskujaercss, 4To NpUMEHEHHE IIperapara
Temsup® ¢ PUTOHABMPOM B HM3KHMX JI03aX OJHOBPEMEHHO C JAHHBIMU JIEKAPCTBEHHBIMHU
npenaparaMd MOXKET NPUBECTH K CYIIECTBEHHOMY IOBBIIIECHHIO KOHIIEHTPAIMH HHIHOMTOPOB
S-hocdoaudcTepasbl U Pa3BUTHIO CBSI3AHHBIX ¢ HAMH HEXKEJIATEIbHBIX SBICHHH, TaKHX Kak
THIIOTEH3HsI, HapylIeHHe 3peHus u npuanu3M. OJHOBpeMeHHOE pUuMeHenue npenapara Temup®
C PHUTOHABHPOM B HM3KHMX J03aX M CwiaeHaduia JUIs JICUeHHS JIETOYHON apTepualbHON
TUIEPTEH3UH MPOTUBOIIOKA3aHO.
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Pexomenyercs cHukKeHHE 103UpOBKH puadyTHHA 1O KpaitHeit Mepe Ha 75 % Ipu NpUMEHEHUH
¢ npenapatom Temsup® u putonasupom. MoskeT moTpeGoBaThes JaibHEIIee CHIKEHHE JO35L.

B cB3M ¢ BO3MOXHOCTBIO YBCIIMYCHUSA PUCKA TIOBBIMICHUSA AKTUBHOCTH TICYCHOYHBIX
TpanCcaMHuHa3 U UBMCHEHHSA YPOBHSA TOPMOHOB IIPU COBMECTHOM IIPUMECHECHUH IIpErapara T€H3Hp®,
pUTOHaBHpa W MHNEPOPAIBHBIX KOHTPALECIITUBOB, XCHIIWHAM, CIIOCOOHBIM K JACTOPOKICHHUIO,
PEKOMEHAYETCS UCITOJIB30BATh aJIbTEPHATUBHBIC HETOPMOHAJIBHBIC METOIBI KOHTPALICIIIIHH.

OTCYTCTBYIOT JIaHHBIE O MpUMEHeHMH Tperapata Temsup® M PHTOHABHpA OJHOBPEMEHHO C
JCTPOreHaMH W/MIIM MpOrecTarecHaMu B Ka4eCTBE TOPMOHAIBHOM 3aMeCTHTEbHOM Tepanuu. He
ycTaHoBieHa 3G GEeKTUBHOCTH M 0€30MaCHOCTh MPUMEHEHMS JAHHBIX BHJIOB T€PAITH COBMECTHO
¢ npenapatom Temsup® u pUTOHABHPOM.

IIpotuBocynopoxHble mpenapathl (kapOamaszenus, ¢eHoOapOuTai) cieayeT HPUMEHSTh ¢
OCTOPOKHOCTBIO. DddextuBHocTh npemapata Temsup® MOXKeT CHIKAThCS B pe3ylbTare
YMEHBIICHUS KOHIICHTpAllUM aMIIpeHaBHpa B IUIa3Me€ KPOBU Yy MALMEHTOB, OJHOBPEMEHHO
IPUMEHSIOIUX YKa3aHHEIE JIEeKapCTBEHHEIE MTPErapaThl.

KoHtpons  TepameBTHYECKHX  KOHIIEHTpAIMid  pPEKOMEHJOBaH  IIpM  IPUMEHEHHU
UMMYHOJETIPECCAHTOB  (IIUKJIOCIIOPUHA, TAKpOJIMMYyCa, paraMuIliHAa) OJHOBPEMEHHO C
npenapatom Temup®.

KOHTpOJIb TepaneBTHYECKHX KOHIEHTPAIHil PEeKOMEHIOBAH TP TIPUMEHEHHH TPUITHKINYECKHX
aHTHJIENPECCAHTOB (HANPHMEp, JE3NNPAMHHA H HOPTPHITHINHA) COBMECTHO C HpPENapaToM
Temsup®.

[Ipu npumenenun BapdapuHa WIH JPYTHX MEPOPATBHBIX aHTHKOATYJISHTOB OJHOBPEMEHHO C
npenapatoM  Temsup®  peKoMeHMOBaH  TINATENBHBI  KOHTPOIh  MEXIYHAPOIHOTO
HOpMau30BaHHOTro oTHOmeHust (MHO).

Ilpenapar Temsup® ¢ pUTOHABHPOM He pPEKOMEHAYETCS NPUMEHSTH OJHOBPEMEHHO C
(GiyTUKAa30HOM MIM JPYTHMH TJIIOKOKOPTHKOCTEPOUIAMHU, KOTOpBIE META0OIH3UPYIOTCS
u3opepmerntoM CYP3A4, 3a uckimoyeHueM ciydaeB, KOr/la OJKuaeMasi ojb3a OT IPUMEHEHHUS
IPEBBINACT BO3MOXHBIM DPUCK pa3BUTUSI CHCTEMHBIX 3(Q(EKTOB TIIFOKOKOPTHKOCTEPOH/IOB,
BKJIIOYast cuHApoM KymmHra u yruerenue GyHKIUN HAAIIOYEYHUKOB.

Ilpu coBMecTHOM mnpuUMeHEHHH (ocaMIpeHaBUpa + pUTOHABHpPA M IIPOTUBOBHPYCHBIX
npenaparoB npsMoro jedcteust (IIIITIJ) nmporuB Bupyca renarura C (BI'C), xotopsle
Mmetabomu3upyores u3odpepmentoM CYP3A4 wam SBISIOTCS MHIHOMTOPAMHU/HHIYKTOPAMH
nzodpepmenta CYP3 A4, MOKHO 0KUIATH U3MEHEHUE KOHIIEHTPALIUH JIEKAPCTBEHHBIX ITPENapaToB
B IUIa3M€ KPOBU BCIIEJCTBHE HHTHOMPOBAHHS WIH HHAYKIUU (EepMEHTATHBHOM aKTUBHOCTU
u3zodepmenta CYP3A4.

CoBmecTHOE nmpuUMeHeHHEe (hocaMIpeHaBUpa + PUTOHABUPA € JPYTUMH IPOTUBOOITYXOJIEBHIMU
npenapaTaMu, Kotopble Mertabomusupyrorcs uzodpepmentom CYP3A (manpumep, ga3aTHHUO,
HUJIOTUHUO, HUOpPYTHHUO, BHHOJACTHH M 3BEPOJTMMYC), MOXKET IPUBECTH K IIOBBIIICHHIO
KOHIICHTPAIIMH 3THX JEKAPCTBEHHBIX IPENapaTroB, YTO B CBOIO OdYepelb MOXET IPHBECTH K
MOBBIIICHUIO PHUCKA PAa3BUTUS HEXKEIATENbHBIX SBICHUH, OOBIYHO BO3HHMKAIONMX Ha (oHE
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INPUMCHEHUSA 3THX ITPOTUBOOITYXOJIEBBIX IIPEIIapaToOB. CnenyeT O6paTI/lTbCﬂ K COOTBETCTBYIOIIUM
HHCTPYKIHUAM I10 IMIPUMEHEHUIO JaHHBIX JICKAPCTBECHHBIX ITPEIIapaToB.

Peaknuu co CTOPOHBI KOXKH

B GonbIIMHCTBE CllyyaeB MPH Pa3BUTUU KOXKHOMW CHINH JIETKOW MITH CPEIHEN CTENEHH TSKECTH
IPU OTCYTCTBHH TSDKEJIBIX CHUCTEMHBIX IPOSIBICHHH TI'MIIEPYYBCTBUTEIBHOCTH IIPHMEHEHHE
npenapata  Temsup® Moxer OBITh  HPOJOIKEHO. IIpUMEHEHHE  COOTBETCTBYIOIIUX
AHTHUTHCTAMHHHBIX IIPErapaToB (HapuMep, HEeTHPU3HHA JUTHAPOXIOPH/IA) MOXKET CHU3HUTE 3y
¥ YCKOPUTH MCYE3HOBEHHE CBINMHU. TsDKeNble U yrpoJKaIoUie KU3HU KOXKHBIE peaKIlMu, BKIIOYas
cunapom CtuBeHca-J[PKOHCOHA, B KIIMHUYECKUX MCCIIEI0BaHUSAX HaOmoqamucs MeHee yeM y 1 %
MalMEeHTOB.

ITpenapar Temsup® HeoOGXOMMMO MOTHOCTBIO OTMEHMTH B CJIydae Pa3sBHTHS KOXHOW ChIIH
TSDKEJIOM CTeneHW, JIMOO B Cllyyae pa3BUTHS KOXHOM CBIIM CpeQHEH CTENEeHU TSKECTH,
COTPOBOXKIAIOMIEHCS JIDYTUMH CHCTEMHBIMH TPOSBICHUSMH WIH CHMITOMaMH CO CTOPOHBI
CIIM3UCTBIX 000JI0YEK.

ITanuenTs! ¢ remoduaneii

BbUI0 3aperucTpupoBaHO YBETMUYEHHE YAcTOTHI CIIy4aeB KPOBOTECYEHUH, BKIIOYAs CIIOHTAHHBIE
KOKHBIE T€MaTOMBI M T€MapTpO3bl, y HAIMEHTOB ¢ remoduived tuna A u B, nmomygarommx
JieYeHue MHIHOMTOpaMHU MpoTeaszbl. HeKoTophle W3 3TUX MALMEHTOB JIOMOJIHUTEIBHO MOIYYalId
neuenue ¢axkropoM ceprThiBaHus KpoBH VIII. bBoiee uem B 1mosioBHHE 3aperuCTpUpPOBAHHBIX
CJIy4yaeB JIEYeHHE HHTHOMTOpaMH IPOTea3bl OBUIO MPOI0IKEHO HIIH BO30OHOBIIEHO (B TOM Cllydae,
eclii JiedeHue ObUTo TpepBano). [IpudnHHO-ClIeIcCTBEHHAs CBSI3b ObUIAa MOATBEPXK/ICHA, OJTHAKO
MEXaHU3M JIEHCTBUS HE YCTaHOBIEH. TakuM 00pa3oM, MaIMeHTOB ¢ reModuinel HeoOX0AUMO
HH(GOPMUPOBATH O BO3MOKHOM yYallleHHH KPOBOTEYEHUH.

Macca Te/1a 1 MeTabOTHYECKHE nmapamMeTpbl

Bo Bpemsi aHTUPETPOBUPYCHOM TE€paruu MOXKET IPOUCXOJUTh YBEIMYEHUE MACCHI TEIa, a TAKKE
MOBBIIIIEHHE KOHI[EHTPAI[MH CHIBOPOTOYHBIX JIMITHIOB M TTIOK03bI KpoBH. KOHTpOIb 3200116 Banus
¥ U3MEHEHHEe 00pa3a )KU3HU TAK)KE MOTYT BHOCUTH BKJIAJl B ATOT IIpolecc. B HEKOTOPBIX ciryyasx
OBUIM MOJIyYEHBI JJAHHBIE, CBH/ICTEIBCTBYIOIIUE O CBS3U MOBBIIICHUS KOHIEHTPALUHU JHIIUIOB C
IPOBOJMMOM Tepamuei, OJHAKO OTCYTCTBYIOT BECKHE JI0Ka3aTeJbCTBA HAIM4YUs CBS3H
YBEJIMYEHUSI MAcChl Teja ¢ KaKoW-1uO0 KOHKpeTHOH Tepanueit. Onpezenenne KOHIEHTPAlMK
CBIBOPOTOYHBIX JIMIIKJOB M TIJIIOKO3bl KPOBHU CIEIyeT IpPOBOAMTHL B COOTBETCTBHHM C
YCTAHOBJICHHBIMH pyKoBOAcTBaMU 10 Jjedenuto BUY-undexnuu. Hapymenus aunuanoro
oOMeHa HeOOX0IMMO KOPPEKTUPOBATh B COOTBETCTBUH C KJIMHUYECKUMU IPOSIBJICHUSMHU.

CﬂHIlpOM BOCCTAHOBJ/ICHUSI HMMYHHTETA

V BUYU-uHOUIMPOBAHHBIX MAIMEHTOB € TSDKEIBIM MMMYHOJAe(GUIMTOM Ha MOMEHT Hayasia
KOMOMHHUPOBAHHOM aHTUPETpOBUPYCHOM Tepanuu (KAPT) MOXeT BOSHMKHYTh BOCIIATUTEIbLHAS
peakiys Ha (hoHe OECCUMITOMHBIX MIIH OCTATOYHBIX ONIOPTYHUCTHYECKUX MH(EKIHUi, KoTopas
MOXKET IPUBECTH K Ppa3BUTHIO CEPbE3HBIX KIMHHYECKHX COCTOSHMH WM YyCyryOJIeHMIO
cumnToMoB. Kak npaBuiio, Takue peakiiuu HaOII01alIuCh B TEYEHHUE NIEPBBIX HECKOIBKHX HEJEb
wmm MecsiieB nocie Hadana KAPT. TUNWYHBIMM NpUMepaMu TaKHX COCTOSIHHMH SIBJISIOTCS

C.37 w5 39



IIUTOMETAJIOBUPYCHBIM PETHHHUT, TEHEPATM30BAHHBIE M/WIIM OYaroBble MHMKOOAKTEpHATBHBIC
MH(EKIM U MHEBMOHUS, BbI3BaHHAs Pneumocystis carinii. Heo0X01uM0 OLEHHBATEL THOOBIE
BOCMAJMTE/ILHBIE CUMIITOMBI U IIPM HEOOXOAMMOCTH HAYMHATH COOTBETCTBYIOIIEE JICYECHHE.
AyTouMMyHHBIE 3a0o0jieBaHMs (Takue Kak Ooie3Hb ['peiiBca) Takike HaOMoIaMCh Ha (oHE
BOCCTAHOBJIEHMS] MMMYHHTETA, OJHAKO BpeMs IE€PBUYHBIX MPOSBICHUN BapbHPOBAIO, H
3a00J1eBaHUE MOIJIO BO3HUKATh Yepe3 MHOTO MECSIIEB IT0C/Ie Havyala TeparuHm.

Ocrteonexpo3

HecmoTtps Ha TO, 4TO 3THOJOrUS JaHHOTO 3a00J€BaHUS SIBISIETCS MHOTO(AKTOPHOM (BKIIOYAS
IIPUEM TIIOKOKOPTHKOCTEPOHMJIOB, YIOTPEOJICHHE AalIKOTOJIs, TSDKEIYI0 HMMMYHOCYIIPECCHIO,
BBICOKHMH MHJIEKC MacChl Teja), CIydyal OCTEOHEKPO3a Jalle BCero HabIoJaluch y MalMeHTOB Ha
npoaABUHYTOH cTagun BUY-undexkuun n/vmm JUMTENBHO NPUHUMAIOIIAX KOMOMHHPOBAHHYIO
AHTHPETPOBUPYCHYIO Tepanuio. [lanuentam crejtyer 00paTuThes K Bpady, €CJIH OHH HCITBITHIBAIOT
00JIb ¥ CKOBAaHHOCTH B CyCTaBaX MJIM TPYAHOCTH IIPH JIBUKCHHH.

BJIUSAHUE HA CIIOCOBHOCTSD YIIPABJISITH TPAHCITOPTHBIMU CPEACTBAMM,
MEXAHU3MAMU

Wccrnenoanust BiusiHus npenapara Tensup® B KOMOMHAIMM ¢ PUTOHABMPOM Ha CIOCOGHOCTB
YIIPABJIATh TPAHCIIOPTHBIMH CpEJCTBAMM M padOTaTh ¢ MEXaHW3MaMH He MPOBOIMIHCH. [Tpu
OIICHKE CIIOCOOHOCTH TMAIlMeHTa K YIPABICHHIO TPAHCHOPTHBIMH CpEJICTBAMH M pabore ¢
MEXaHU3MAaMH CJeyeT Y4YHUTBIBATH TNPOQWIbL HeXeIaTeIbHBIX peaKiuii, KOTOphleé MOTYT
pasBuBaThcs Ha GoHe puMeHenus npenapara Temup®.

®OPMA BBIITYCKA
Cycnensus s npuema BHYTpb, 50 Mr/mir.

ITo 225 M1 BO (h1akOHE U3 MOJUATUIICHA BBICOKOH IIOTHOCTH, YKYIIOPEHHOM 3aBHHYHBAIOIIECHCS
KPBILIKOM € IJIACTMACCOBOM NMPOKJIAAKON U BKJIAJKOM U3 (HOJIBIU aTFOMHHUEBOM, C YCTPOHCTBOM
IPOTHB BCKPBITHS (IaKOHA JETEMH, KPBIIIKA OOTSHYTA MOJIUITHICHOBOM TUICHKOM.

ITo 1 pnakony BMecTe ¢ azantepoM, JO3UPYIONIIMM IIIPHIEM H HHCTPYKIHEH 110 IPUMEHEHHUIO B
KapTOHHOH IayKe.

CPOK I'OJTHOCTH
2 rojza.

He IIPUMEHATD ITOCJIE HCTCYCHHUS CPOKA I'OJHOCTH, YKa3aHHOI'0 Ha YITaKOBKE.

YCJIOBUSI XPAHEHU S
Xpauuts npu Temneparype He Boiue 30°C. He 3amopaxuBars.

Xpanmb B HCJAOCTYIIHOM JIJTA JIETeH MecTe.

YCJIOBUA OTITYCKA

OTnycKaroT Mo perenTy.
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INPOU3BOJAUTEJIb

«I'makcoCmutKnsitn Uuk.» / GlaxoSmithKline Inc.

7333 Muccucora Poan Hopr, r. Muccucora, Ontapro L5SN 614, Kanajyia / 7333 Mississauga Road
North, Mississauga, Ontario L5N 6.4, Canada

HAUMEHOBAHHUE " AJIPEC JAEPXATEJISA nin BJIAJIEJIBIIA
PEI'’UICTPAIIMOHHOTI'O YIOCTOBEPEHUS IEKAPCTBEHHOI'O IIPEITAPATA
«BuuB Xenckep Benuko6puranus Jlumureny / ViiV Healthcare UK Limited

980 I'peiit Bect Poyn, bperrdopn, Mumminceke TW8 9GS, Benukoopuranus / 980 Great West
Road, Brentford, Middlesex TW8 9GS, United Kingdom

Opranmsanusi, NPUHHMAKIOMAs] NPETEH3HH IO KAYeCTBY JIEKAPCTBEHHOIO INpenapara
COO0IMIEHHS 0 HeKeJIaTeIbHBIX PeaKIusX:

3A0 «I'nakcoCmutKunsita Tpeiigunary

121614, r. Mocksa, yn. Kpsuiarckas, x. 17, xopr. 3, 31. 5

buznec-Ilapk «Kpsuiarckue Xommsi»

Teun.: (495) 777 89 00; daxe: (495) 777 89 04

Memnepxep otiena Opnora O.A
PeryJISTOPHBIX OTHOIIECHHH

3A0 «I'nakcoCmutKustitn Tpelauar
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