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HNHCTPYKIIUA
10 MEIULMHCKOMY MPUMEHEHHIO JIEKApCTBEHHOr O Npenapara

TPYBAJA®
Perucrpanuonnbiii Homep: JI1-000764

Toprosoe HaMMEHOBaHHUE: prBalla®

Memnynapozmoe HeNnaTeHTOBAHHOE MJIM I'PYNNHPOBOYHOE HAUMEHOBAHHUE:

TeHO(OBUD + IMTPULUTAOUH

JexapcTBennas popma: TaGIeTKH, MOKPBITHIE MIEHOYHOM 000I04KOM

COCTAB

1 TabneTka COAEPIKUT:

deiicmayiowue eewecmea: Tenodosupa musonpokcuna dymapar 300 mr (B mepecuere Ha
TeHO(OBHUpa AU3ONPOKCHI 245 Mr), sMTpuuuTabux 200 mr;

6cnomozamenvHvle euiecmea:

Snpo TabieTKu:

KpOCKapMeil103a HaTpus, JIAKTO3bI MOHOIrmMapar, MarHus creapar, LEJTKOJI03a
MHUKPOKPUCTAITIUYECKAs, KpaxXmall I'IpC)KCJlaTPlHHZ’;PlpOBaHHHVI;

060J104Ka TAOIETKU:

Onanpait 11 cunmit Y-30-10701: amoMUHUEBbIN JIaK Ha OCHOBE MHIMIOKapMKHA, rMIIPOMEITI03a,

JIJAKTO3BbI MOHOTH/IpAT, TUTaHA JUOKCH], TPHUALICTUH.

OIIMCAHME
Ta6neTky KarncyJI0BUAHOM (HOPMBI, TOKPITHIE MIEHOYHON 000IOUKON CBETJIO-CHHErO LBETA, Ha

OJIHO# cTOpOHe BeIrpaBupoBano «GILEADy, Ha npyroi ctopore — «701».

®APMAKOTEPAIIEBTUYECKAS I'PYIIIIA: [IporusoBupycHoe (BUY) cpeacTso.



Kon ATX: JOSARO03

®APMAKOJIOT'MYECKHUE CBOMCTBA
®dapmakoIUHAMHUKA

MexaHu3M JeHUCTBUs

Tpysaza® — 3TO KOMOHHHMPOBAHHBIA mpenapar ¢ (UKCHPOBAHHOM 030i IMTpULKMTaOMHA K
TeHooBUpa AU30NpoKcHIa pymapara.

DMTpULMTAOMH — HYKJICO3WIHbIH aHanor uutuauHa. TeHodoBupa AM30MpoKcHia (ymapar
NpeBpalaeTcs in vivo B TEHOGOBUP, HyKIeo3uaMOoHOdochaT (HyKI€OTH ) aHAOT aJeHO3MHA
moHodocdara. Kak aMTpruuTabrH, Tak 1 TEHOGOBUP MPOSBIAIOT CrELM(PUUECKYIO aKTHBHOCTD
B OTHOIIEHWH BUpyca uMMyHoneduuurta yenoseka (BUU-1 u BUY-2) u Bupyca remarura B
(BI'B).

OMmTpuuuTabud u TeHodoBup (ochopuaupyroTcs INOA  AEHCTBMEM  BHYTPHUKICTOYHBIX
depmenToB ¢ obpazoBaHueMm sMTHpULMTabuHa Tpudochara u TeHodosupa mudocdara,
COOTBETCTBEHHO. B HCC/IEI0BaHUAX in Vitro ObLIO MOKA3aHO, YTO ¥ SMTPULUTAOMH, ¥ TEHOQOBUD
TIPY MX OJHOBPEMEHHOM IPUCYTCTBUH B KJIETKAaX MOTYT OBITh MOJHOCTBIO (GOCHOPHIMPOBAHBI.
Owmrpunutabuta Tpudocdar u TeHoboBupa AudochaT HHrHOUPYIOT OOPATHYIO TPAHCKPHIITA3Y
BUY-1 110 KOHKYPEHTHOMY MEXaHU3MY, PUBOAS K TEPMUHALIMK CHHTe3a eny BupycHoi JHK.
OmTpuLuTabuHa Tpudocdar, Tak ke Kak U TeHohoBupa audocdat, ABIAIOTCA CrabbIMU
uHruoutopamu JJHK-nonuMepas MieKonuTaloluX, PU3HAKOB X TOKCHYHOCTH 110 OTHOLUEHHIO
K MUTOXOHJIPHUSIM in Vitro W in vivo He Haba0Aal0Ch.

IIpomugosupycnas akmueHoCmy in Vitro

B uccien0oBaHuaX in vitro HabIOIANCA CHHEPTM3M TPOTUBOBUPYCHOM aKTUBHOCTH KOMOMHALMH
smTpuuMTabuHa ¥ TeHopoBupa. B uccrenoBaHMsX ~KOMOMHMPOBAHHOrO —npuema ¢
MHIMOMTOPaMH TIPOTEashl, a TAKXKE C HYKJICO3MIAHBIMM ¥ HEHYKJIEO3MIHBIMM HHIHUOUTOpaMU
o6paTHOit TpaHckpunTassl BUY HaGmiofancs afJiInTUBHBIN WM CUHEPreTHUeCKuit o dexT.
Pezucmenmnocme

Invitro:

B uccnenoBaHusXx in vitro vy HeKoTOpbix BUYU-1-MHQUUMPOBaHHBIX MaLMEHTOR Halmoaanach
YCTOMYMBOCTL K OMTpUUMTAOMHY, OOYyCIOBJeHHas pasBuTHeM MyTauud MI184V/I, umm
TeHODOBHPY, B CBA3M ¢ MyTauueil K65R. BupycHbie H30IThl, PE3UCTEHTHBIE K SMTPULIMTAOHHY
¢ myrtauusamu M184V/I, okazanuch TakKe YCTOMYMBBI K JIAMHUBYAMHY, OJHAKO, OCTaBaJlHCh
BOCIIPMHMUYMBEI K JIMJAHO3UHY, CTaByIMHY, TeHOGOBUPY 1 3uI0BYaMHY. MyTauus K65R Taioke
MOXKET HaG/I0JaThCs MK NPUMEHEHUH abakaBMpa MM JMAaHO3MHA U, B CBOIO OYEPE/b, TAKKE
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MOXET MPHUBOAUTb K CHIKEHHMIO 3(deKTa nmpu NPUMEHEHUM 3TUX CPEICTB B COYETaHWM C
JTaMMBYAMHOM, SMTPULIUTA0MHOM U TeHOohoBUpoM. CreyeT usberatb NpUMEHEHHs TeHOQOoBUpa
au3onpokcuna Gymapara y maupeHTos co wrammamu BUY-1, umerorimu mytauuio K65R.
Kpome Toro, 3amena K70E B reHe oOpaTHoit TpaHckpunrtassl BHU-1, o6ycnopneHHas
TEHO(OBUPOM, CEJNEKTUPYETCS TEHO(GOBMPOM M MPUBOAMT K HE3HAYMTEILHOMY CHWIKEHHIO
YyBCTBUTEIBHOCTH K abaKaBUpy, IMTPULMTAOMHY, JTaAMUBYUHY U TEHODOBUPY.

[Tpu sxcnpeccun Bupycom BHU-1 Tpex u Oonee Myrauuid, MHIYLMPOBAaHHbIX aHajJOramMu
TUMMIKHA, BKIro4arowux 3ameHy M41L uwnu L210W B rene OT, ObUIO OTMEUEHO CHMIKEHME
4yBCTBUTEIBHOCTH K TeHODOBHMpaA IU30NpOKCHIa Gymapary.

In vivo — nevernue BUY-1:

B OTKpBITOM paHIOMHU3WPOBAHHOM KJIMHUYECKOM MCCJIEJOBAaHHM C y4acTHEM MAlMEHTOB, HE
NOJy4YaBIIMX pAaHEE aHTUPETPOBUPYCHOTO JIEUEHMS, TE€HOTHIIMPOBAaHME MPOBOAMIOCH Ha
nzonstax BUY-1, nomy4yeHHBIX U3 MJIa3Mbl BCeX MaLMEHTOB C MOATBEPIKIACHHON KOHLUEHTpaluen
PHK BHY 6Gonee 400 xormii/ma Ha 48-i, 96-it unu 144-ii Henene, WX Ha MOMEHT PaHHEro
NpeKpalleHus prueMa UcciaeayeMoro npemnapara.

ITo cocTosguuro Ha 144 Hepemo:

® B COOTBETCTBMM C MPOBEJEHHbIM aHanu3oM, myrtauus M184V/I pazsunack y 2 u3 19
(10,5%) wu30n4TOB, NONYYEHHBIX OT MALMEHTOB B Tpynne, TIAe MOoJdydanu
aMTpuLMTabuH/TeHohOBKMpa Au3onpokcuia ¢ymapar/adasupens, u y 10 u3 29 (34,5%)
M30JIATOB,  MPOAHAJIM3UPOBAHHBIX Yy  MALMEHTOB  TpYNMbl, TA€  MOJy4alu
JTaMUBYIWH/3UA0BYIMH/3¢aBupeH3 (3Hadenne p < 0,05, cpaBHEHHE IO TOYHOMY
kputeputro Duiepa cpeay Bcex MALMEHTOB IPYMIbI, IA€ MOJY4ald SMTPULUMTAOMH +
TeHohOoBUpa AU30MpOKcUIa Gymapar, CO BCEMH MALMEHTaMM TIPYMIbI, TAE MOIyYaly
JTAMUBYUH/3U0BYMH);

e HM OJWH U3 NPOaHaIM3UPOBAHHBIX BUPYCOB He copepixkan mytauun K65R umu K70E;

® TIEHOTHUIMYECKas PE3UCTEHTHOCTb K 3GaBUpEH3y, INIaBHbBIM 00pa3oM MyTalMs BUpyca
K103N, pasBuiace y Bupyca, noay4dersoro ot 13 u3 19 (68%) nauueHToB B rpymnmne, rae
NoJTy4ay SMTpULMTaOuH/TeHO(oBMpa Au3onpokcuna pymapat/3paBUpeHs, B CPaBHEHUH
¢ 21 u3 29 (72%) naunMeHTORB B IpyMnIne CPaBHEHHUS.

In vivo — 0oxonmaxkmHas npo@uiakmuxa:

OOpa3upl  mua3Mbl,  MOJY4YE€HHble B  XOA€ 2  KJIMHMYECKMX  HCCJIEJOBaHWMH
BUY-HeuHOUUMPOBAHHBIX  MaUMEHTOB, ObUIM  MpOAaHAIM3UpOBaHbl Ha 4  BapuaHTa,
DKCIIPECCUPYIOLMX aMUHOKUCIIOTHBIE 3amMenbl BUU-1 (1. e., K65R, K70E, M184V u M184I),

KOTOPBIC MOTCHLUUATIBHO obecreunBaloT PE3UCTEHTHOCTDL K TCHO(bOBI/Ipy HITH 3MTpI/lLIPITa6HHy. B
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OJHOM M3 WCCIENOBaHWW HE BBIABICHO HUKakuX BapuanToB BHY-1, skcmpeccupyromwmx
mytauun K65R, K70E, M184V umu MI184l kK MOMEHTY CEpOKOHBEPCHM Y MAlUEHTOB,
uHpuuuposanHelx BUY-1 nocne BritoyeHus B uccrienosanue. Y 3 u3 10 mauueHToB ¢ OCTPOi
BUY-unbekuner Ha MOMEHT BKJIIOYEHHS B MCCeI0BaHie BUpycHble MyTauuy M1841 u M184V
OOHapyXKeHbl Y 2 U3 2 MaluueHTOB M3 TPYMMbl, MPUHUMABILEH Mpenapar prBaua®, uy l us
8 maumeHToB U3 rpynmsl mianeto.

B xoxe apyroro KJIMHMYECKOrO WCCIEIOBaHMS HE BBISBICHO HHMKaKuX BapuaHToB BMY-1,
akenpeccupyromux myrauuu K65R, K70E, M184V unu M1841 Ha MOMEHT CEpOKOHBEPCHUHU Y
nauueHToB, uHGuupoBanHbix BUU-1 B xone uccienosanus. Y 2 u3 14 malMeHTOB C OCTpOM
BUY-undekuneit Ha MOMEHT BKJIIOYEHMsS] B MCCIeNOBaHWe Yy | W3 5 MaUWeHTOB B TpyIne,
nosnyyaswei 245 mr teHodoBupa ausonpokcuna (B ¢opme ¢dymapara), BbIIBIEHA MYTalUs
K65R BUY, a 'y 1 u3 3 mauueHTOR M3 IpyIbl, MpUHUMaBILei npenapat Tpysana®, oGHapy K uiu

myTanuo M184V (cBs3aHHYIO ¢ PE3UCTEHTHOCTBIO K AIMTPHLUTAOHHY ).

Hemu
BezonacHocTs U 3¢ dexTUBHOCTL Mpemnapara prBaIla® y nmerel B Bo3pacte 40 12 et He

U3yYaiy.

DapMakOKHHETHKA

Bceacvisanue

BUO3KBHBATEHTHOCTH OZHOI TaGeTky npenapata TpyBana®, MOKPHITON MIEHOUHOM 0GOIOUKOH,
¥ KOMOMHAUMM OJHOM TBEpAOH Karcysbl sMTpuuuTadbuna 200 Mr ¥ 0JHOM TabNeTKH, MOKPLITOH
TUVIEHOYHOM 000704KOM, coaepxkaweid 245 wMr TeHOpOBUpa AM3OMPOKCHNIA, MpH HX
OJHOBPEMEHHOM TIPUMEHEHUM, TOATBEPXHJIEHAa MpPU OLEHKE OIHOKPATHOIO IPUMEHEHUS
HATOWIAK y 370POBBIX 10GpoBobLes. [Tocse npuéma npenapata Tpysana” BHYTPb 31OPOBBIMH
J0OpOBONIBIIAMYU SMTPULIMTAOHH ¥ TeHOPOBHpPA AU30MPOKCHIa Gymapar ObICTPO BCAChIBAKOTCS, a
TeHopoBUpa au3ompokcuna dymapar npespamiaercss B TeHodoBup. MakcuMabHbIe
KOHLIEHTPaLMK SMTpULMTa0KHa U TeHO(OoBMpa HAOIIOAAIOTCS B CBIBOPOTKE B auanasoHe ot 0,5
IO 3 u€acoB mocle mpuema Hatouwak. Ilpuém npemapata Tpyeaga® ¢ mumieil NPMBOIMI K
3aJEPXKKE IOCTHKEHHUS MaKCHMAalIbHbIX KOHLEHTpauui TeHodoBupa NpUOIM3UTENBHO Ha TPU
4yeTBepTH Yaca U yBenuueHuto 3HaueHnit AUC u Cpha TeHOGOBUPa NpubausuTensHo Ha 35% u
15%, COOTBETCTBEHHO, MpPU NMPUEME C MUILEH C BBICOKMM MIIM HU3KUM COZAEPIKAHUEM JKUPOB IO

CPaBHEHHIO ¢ nOpuéMOM  Harow@k. Jlis ONTHMHU3aLMK  BCachiBaHMS  TEHODOBUpA

TIPeANOYTUTENLHO PUHMMATh npenapat Tpysana® BMecTe ¢ muuIe.



Pacnpeoenenue

[locre BHYTPHBEHHOTO BBEJEHMs OOBEM pACIpejeleHus SMTpULMTabuHa M TeHO(oBUpa
cocTassin okono 1,4 n/kr u 800 mi/kr, cootBeTcTBeHHO. [Tocne nprema BHyTpb SMTPULMTa0HHA
WX TeHO(OBMpAa [M3OMpOKCHIa (Qymapata OSMTpHLMTaOMH ¥ TeHo(oBHp CBOOOAHO
paCIpeIeNA0TCs B OpranuaMe. In vitro CBA3bIBaHWE 3MTpULIMTAOUHA C Ge/IKaMH MIIa3Mbl KPOBH
yesnoBeKa COCTABISIO < 4% W He 3aBuUCeN0 OT KOHueHTpauuu B AuamasoHe ot 0,02 mo 200
MKI/MJ. In vitro cBsi3biBaHME TeHO(poBUpa ¢ OenkaMy TJIasMbl MM CBIBOPOTKM KpPOBH
COCTABJISNIO, COOTBETCTBEHHO, MeHee 0,7 u 7,2% MpH KOHLUEHTpaLuu TeHO(OBMpa B JHUanasoHe
ot 0,01 mo 25 mMxr/mi.

Memabonusm

JlaHHble O MeTaboiM3Me SMTpulMTabuHa orpaHudeHsl. K3BecTHO, 4YTO AMTpULUTAOUH
TMOJBEpraeTcs OKHUCIGHMIO B THOJOBOH 4acTM ¢ oOpa3oBaHHMeM 3’-Cynb(OKCHAHBIX
JMacTepeon3oMepoB (0komo 9% 103bl) M KOHBIOrATOB C TIIIOKYPOHOBOH KHMCIOTOM B opme
2’-O-rmokyponuga (oxono 4% 1o3bl). B uccnenoBaHusxX in vitro YCTAHOBJIEHO, HYTO HH
TeHODOBUpPa IM30MpPOKCHIa Bymapar, Hi TeHODOBHD, HE ABNAIOTCA CyOcTparamy (EepMEHTOB
CHCTEMBI LIMTOXpOMA. B CBOKO OYepelb, HH 3MTPULUTAOMH, HU TEHO(OBUP, HE MHTHOMPYIOT
MeTaGoIM3M JIeKapPCTBEHHBIX CPENCTB, MPOUCXOSLIMI C Y4acTHEM OCHOBHBIX H30(EpMEHTOB
CYP. DMTpuumuTabun He HHrHGMpoBan ypuauH 5°-mudocdormoxyponun Tpanchepasy (VIAPD),
(epMeHT, OTBEYAOLMIi 32 B3aUMOCBS3b C INIIOKYPOHOBO! KHUCIIOTOMH.

Buigeoenue

OMTPULMTAOUH B OCHOBHOM BBIBOAMTCS MOYKAMM, MpPUHATAs 1032 OOHApYXKHBAETCA B MOUE
(noutu 86%) u Kane (okono 14%). 13% mpHHSTON 103bl IMTpULMTAOMHA OOHAPYIKMBACTCA B
Mode B BHIE TpeX MeTabonutoB. OOlyas CKOpOCTb BBIBEJCHHMS SMTPULUTAOWHA COCTAaBIAET
307 mu/muH. TTocne npreMa BHYTPb [EPUO MOJyBbIBEIEHUA SMTPULMTa0HHA COCTABIIAET OKOJIO
10 gacos.

TeHo(hOBUP rIIaBHBIM 06Pa30M BBIBOAUTCS MOUKAMH, KakK MyTeM QUIbTPALMH, TaK 1 C OMOLLBIO
CHCTEMbl aKTHBHOTO KaHaiblleBOro TpaHcropra. I[IpumepHo 70-80% OT BBEJCHHOH 103bl
SKCKPETUPYETCSl B HEHM3MEHEHHOM BHMAE C MOYOM [0CIe BHYTPUBEHHOIO MPUMCHCHHA.
HabonaeMslit KIMpEHC TeHO(GOBMpa COCTABISL, B CpefiHeM, okoo 307 Mi/MHUH. [Toueunsit
KIMPEHC COCTaRial mpumepHo 210 MJI/MHH, YTO TPEBBILIAET CKOPOCTh KIYOOUKOBOH
dunpTpaumu. DTO yKasblBaET Ha TO, YTO aKTUBHAs KaHaJbLEBAs CEKpeUMs SBIACTCA Ba)KHOM
yacTBIO Tpouecca BoiBeAeHHs TeHodoupa. [locie mepopanbHOro  npuema  TepHoa

MOJTyBEIBEIEHUs] TeHODOBMpPA COCTABIISET MPUONM3UTENLHO 12-18 Hacos.

DapmakoKuHemura y 0C0ObIX 2PYNN NAUUEHINOEB




Tooicunvie nayueHmul
DapMaKOKHMHETHKY 3MTPULMTa0MHA WM TeHO(GOBHpA y TMOKMIBIX MALMEHTOB (B BO3pacTe
65 NeT U CTaplue) HE U3ydally.

Ilon

dapMaKoKMHETHKA 3MTpuuMTabuHa M TeHohoBHpa (MpHMeHseMoro B (opme TeHOGDOBHpA
JM30MPOKCHIa (ymapara) y MalMeHTOB MY)KCKOrO M JKEHCKOro 1oJia CXOIHa.

Paca

He oOHapy)eHO KIMHHYECKM 3HAYMMBIX pas3inuyuil (apMakOKMHETMKM OSMTpUUMTaOMHA Yy
TMpeaCTaBUTENEl ¢ PasHbIM ITHHYECKMM MPOUCXOkaAeHHeM. OCOOEHHOCTH (apMaKOKHHETHKH
teHodosupa (mpuMeHsemoro B Qopme TeHodoBMpa Je3ompokcuna  Gymapara) Y
NpeacTaBuTeNel pa3HbIX STHUUECKUX IPYIIN HE U3YUYaluCh.

Jlemu

PapMaKOKMHETHKA ITpenapara prBana® y neteii (1o 18 net) He uzyvanace. PapMaKOKUHETUKY
TeHo(OBUpa B PABHOBECHOM COCTOsIHUM uccnenoBany y 8 BUU-unbuumupoBaHHbIX MOAPOCTKOB
(B Bospacte ot 12 o 18 net) ¢ maccoit Tena > 35 kr u 'y 23 BUY-unpuuMpOBaHHBIX AETEH B
Bospacte OT 2 0 12 ner. Dkcno3uuus TeHOopOBHMpa y AETeH, MOMy4aBIUMX CYTOYHBIE N03bI
TeHodoOBHpa au3onpokcuia 245 Mr (B ¢opme dymapara) BHyTph WM 6,5 MI/KT Maccel Tena
TeHodorupa auzompokcuna (B Qopme ¢ymapara) A0 MaKCHMaTbHOM JO3bl, COCTaBIISBLICH
245 Mr, 6bL1a CXOHOM C TAKOBOH Y B3pOCJIbIX, MONYYaBIIMX OJUH Pa3 B I€Hb 103bl TEHOHOBHPA
nuzonpokcuna 245 mr (B dopme ¢ymapara). Mccnenopanns $hapMakoKMHETHKH TeHOGOBHpa
IU30TpoKcHiIa gymapaTa y AeTei Jo 2 JeT He MPOBOAWINCE. B 1enoM, hapMakOKMHETHUECKHE
nmapameTpsl 3MTpULMTAOMHA y HOBOPOXKACHHBIX, JeTei (B Bo3pacTe oT 4 mecsues xo 18 ser)
CXOJKH C TEMH, YTO HAOIIOAAI0TCS Y B3POCIIBIX.

Osxupaercs, uTo (hapMaKOKMHETHYECKME MapameTpbl SMTpULMTabMHa M TeHO(hOBHpA
(npuMeHsemoro B Qopme TeHopoBupa Ausonpokcuna dymapara) y BUY-nHGUUMPOBAHHBIX
neteil GYAyT CXOXKMMH C TE€MH, 4YTO HaOMIOJAOTCs Y B3POCIBIX B CBSA3M C aHAJIOTMYHBIM

BO3/IeHCTBHEM IMTpULIMTaOMHA U TeHO(OBHpa.

Hapywenue gyHkyuu novex

CyIecTBYIOT HEMHOTOYMC/EHHbIE JaHHble M0 (apMaKOKMHETHKE OMTpULMTaOMHA M
TeHO(GOBMpa y MALKMEHTOB C HapylIeHHeM (QYHKLUMH TOYEK I0C/e OJHOBPEMEHHOro Mprema
OTHENbHBIX TMpernapaToB MIM B COCTaBe mpenapara TpyBaga®. (DapMakoKHHETHYECKHE
mapamMeTphl ONpeAeNAIM NMpH OHOKpaTHoM mnpueme 200 mr smrpuuutabuna wid 300 Mr

TeHO(OBUpa AM3ONpOKcUna Qymapara A0GPOBOJIBUAMM C HApYWIEHWAMH GYHKUMH MOHEK

6



pa3NMUYHON CTEMEHH THKECTH, NPH OTCYTCTBUM WMHOuuMpoBaHus BUY. Cremenp TsKecTH
HapyweHus QYHKIMM MOYeK ONMpENeNsiin 1o BeanuuHe kinpenca kpeatnnuna (KK) (yHkums
nouek He Hapymena, ecau KK > 80 ma/mun, nerkoe Hapymenue — ecnu KK cocraBnser
50-79 mn/mun, Hapymenue cpeaneit crenenu — npu KK 30-49 mu/MuH ¥ TsKesloe HapylIEeHHE —
npu KK 10-29 ma/mun).

Cpennue 3nauenus (%o CV) 5KCNO3ULMKM SMTPULMTAOHHA MOBBILAKOTCSA OT 12 MKr*u/mi (25%) y
A0OpOBOJIBLEB ITIPY OTCYTCTBMM HapyuleHWil ¢yHKuumnm nodek u a0 20 Mmxr*u/ma (6%),
25 mxr*u/mn (23%) u 34 mkr*u/ma (6%) y HOGPOBOMBLEB C JErKMMH, CpPeIHEH CTENeHH U
TSDKETIBIMU HapylIEHUAMHU QyHKLMH NOYEK, COOTBETCTBEHHO.

Cpennve 3nauenus (%CV) axkcnosuunn TeHoGoBupa nopeimaTcs oT 2185 ur¥u/mn (12%) y
10GpOBONIBLEB ¢ HOPMaNbHON dyHKuKelH noyek 10 3064 ur*u/mia (30%), 6009 Hr*u/ma (42%) u
15985 wr*u/mn (45%) y #ROGPOBONBLEB C JIETKHMM, CPENHEH CTENEHH U TSKEIbIMHU
HapyLEHUsAMH QYHKLHHU TIOYEK, COOTBETCTBEHHO.

IpennonaraeTcs, 4YTO yBeNMYEHHE WMHTEpBala MeXIy NpPHEMOM 103 mperaparta Tpysaga®
y BUY-1 uHQMUMPOBaHHBIX MAaLMEHTOB C HApylleHMeM (YHKLMH MOYEK CpeHell CTeneHH
BBI3OBET IOBBILICHHUE MMMKOBBIX KOHLEHTPALMi B M71a3Me KPOBU U CHMKEHUE YPOBHEN Ciin, €CIIH
CPaBHHMBATH C MAlMEHTAMU C HOPMAJIbHOM QyHKUHUEN MMOYeK.

Y NauMeHTOB C TepPMMHAJBHOW MOYEHYHOM HENOCTATOYHOCTBIO, HE MHMUMPOBAHHBIX BUY,
MEXIY MpOLEeAypaMH TIeMOJManu3a KOHLEHTpauus SMTpULUTAOWHA B KPOBU IMOCTENEHHO
MOBBIIIACTCsE B epuoa Gonee 72 yaco 10 53 mkr*u/mia (19%), a KOHUEHTpauus TeHOGOBUPA, B
nepuoj 6osee 48 yacos, noeiaercs 40 42857 ur*u/mi (29%).

Bbuto  npoBeneHO HEGONBIIOE KIMHHYECKOE HCCIIENOBAHME T10 OLEHKE Oe30MacHOCTH,
NPOTUBOBUPYCHOM aKTUBHOCTH M (papMAaKOKMHETHMKM TeHO(DOBHMpa AM30MPOKCHIA (ymapara B
KOMOMHALWK C SMTpULMTAOMHOM y BWY-WHQUUMPOBAHHBIX MALMEHTOB C HapyLIEHHEM
GyHKuMM nOYeK. B noarpymnmne nauMeHToB ¢ UCXOAHBIMU KIMPEHCOM KpeaTuHuHa 50-60 Ma/MUH
npuém mnpenapata 1 pa3 B CyTKM NpUBOAMI K 2-4 pa3’0oBOMY MOBBILEHHIO 3KCIO3ULIUH
TeHO(OBUPA U YXYJIEHUIO QYHKLHH MOYEK.

Hccnenosanus (GapMaKOKMHETHKM SMTpULMTabMHa ¥ TeHODOBHpa (MpUMEHSAEMOro B (opme
TeHOGOBMpa OM3OMpOKcHMna (ymapaTta) y JeTeil ¢ HapylleHueM (QYHKLUMM T[O4YEK He
NpOBOAMINCh. OTCYTCTBYIOT JaHHble, Ha OCHOBAaHMM KOTOPBIX MOXXHO COCTaBUTb

PEKOMEHIalMK, KacCarolluecs I103WpOBaAHUs (CM. pasacn «Crnocob NPUMECHEHUA W O03bI» H

«OcoOble yKazaHHY).

Hapywenue gynryuu neveru



dapMaKOKUHETHKA Mpenapara Tpyeaga” y NMaLMeHTOB C HapyuleHHeM GYHKIMM TeYeHH He
U3y4asacs.

DapMaKOKMHETHKA SMTpUUMTa0MHA Yy MALMEeHTOB, He MH(uuupoBaHHbIX BI'B, ¢ pasubiMu
CTENEHIMU HapylleHWs (GYHKUMM TeYeHd He HccieloBanach. B LeaoM, (apMakoKMHETHKa
SMTpHLMTa0MHA y MAUMEHTOB, MHGUUMpoBaHHbIX BI'B, Gbina ananornyHa GapMaKOKHHETHKE y
310poBbIX U BUY-MHQUUMPOBAHHBIX MMALIMEHTOB.

PazoBas 1o03a 300 mr teHodoBupa AM3oNpokcuiaa (ymapara MpUHMManach MalMEHTaMH, HE
vHuLMpoBaHHbiMM BUY, ¢ HapyweHneM GYyHKUMM T€YEHH pA3IMYHOH CTEMEHH T10
knaccudukamuy Yaiina-Ilero. ¥V nauseHToB ¢ HapyuieHueM (QYHKUHH MEUYSHH CYUECTBEHHBIX
M3MeHeHM napameTpoB (GapMaKOKMHETHKH TEHO(OBMpa HE OTMEYalOCh, YTO NpEarosaraet
OTCYTCTBHE HEOOXoAMMOCTH B Koppekumu 103bl. Cpentue (% CV) 3Hauenust Cmax 1 AUCo.0
TeHooBupa cocTasisnu 223 (34,8%) ur/ma u 2050 (50,8%) Hr-u/mi1, COOTBETCTBEHHO, Y JIML
6e3 HapymleHus ¢yHkuud nedend, 289 (46,0%) ur/mn u 2310 (43,5%) HO9/MI Yy JHL C
HapylIeHHeM QYHKIMM NeYeHn cpeHeit crenenu, u 305 (24,8%) ur/mi u 2740 (44,0%) Hr-u/mn

y JIALL C TSOKEJIBIM HapyIIeHHeM QYHKUMHU MEYEHH.

IOKA3AHMS K NIPUMEHEHUIO

Jlevenue BUY-1 ungexyuu:

Jleyenne BWY-1 wuHbekuuu y B3pOCHBIX B  KOMIUIEKCHOW Tepamuu C  JIPYrHMH
AHTUPETPOBUPYCHBIMU IMpEnapaTaMu.

Jleuenne BUY-1 uHpEKUMH Yy TMOAPOCTKOB C 12 JIeT, HMEIOWMX PE3UCTEHTHOCTh K
HYKJIEO3MIHBIM MHIHOMTOpaM OOpAaTHOM TPAHCKPUIITa3bl WM KOTOPbIM HE MOIAXOAAT CXEMBI
JIe4eH}sl Ha OCHOBE areHTOB MEPBOi JTMHUU BCIIEACTBUE TOKCUYHOCTH.

Hoxonmaxmuas npogunaxmuxa (AKII):

B coueTauuu co criocobamu 6ezonacHoro cekca ais JIKII ¢ Lenpro CHHXKEHHUS pUCKa Nepeiaiu

nosioBbiM nyTeM BMY-1 uHbEKUMH y B3pOCIIBIX NPHU MOBBILIEHHOM DUCKE.

MMPOTUBOIIOKA3AHUSA
o TloBbIIEHHAS YYBCTBUTENBHOCTb K AEHCTBYIOLIMM BELIECTBAM WJM JIIOOOMY Apyromy
KOMIIOHEHTY Ipernapara.
e Jletckuii Bo3pact a0 12 ner (3ddekTuBHOCTL U 6E30MacHOCTb HE yCTaHOBNEHa) (A
nokasanus «Jleuenne BUY-1 undexumnnr).
o Jlerckuii Bo3pacT 10 18 neT (ans nokaszaHus «JIoKOHTaKTHas NpOoduIaKTHKa (AKIT)»).

e I[lamMeHTHI JeTcKOro Bo3pacta 0 18 sieT ¢ HapymeHnueM QyHKUHUH TTOYeK.



o Tloueynas HemoctaTtouHocTh Tspkenoit cremenu (KK < 30 m/mun) mmu XITH, xorpa
HEOGXONMMO TpOBENEHHE reMonuanusa (Ge30macHOCTb HE YCTAHOBJIEHa y NaHHOH
TMOMYJISLMAYU NALUEHTOB). -

e [lepro rpyJHOrO BCKapMIIMBAHMS.

o OnHOBpEMEHHbIi TpUeM C APYTMMH [penapatamy, CONEPXKAllMMH OSMTPULUTAONH,
TeHO(OBUp WM APYTMX LMTMAMHOBBIX aHAJIOrOB, TAKMX KaK JaMHMBYAWH (CM. pa3ielibl
«B3auMO/IeHCTBHE C IPYTMMH JIEKApCTBEHHBIMY cpeacTBaMu» U «OCoObIe yKasaHHs»).

o OnHOBpeMeHHbIH mpreM ¢ anepoBupom (cM. pasjenbl «B3auMoneHCTBHE C APYTHMH
JIEKapCTBEHHBIMHU cpencTBaMi» U «Ocobble yKasaHHs»).

e V nauMeHTOB C JeGHMLMTOM JIaKTa3bl, HENEPEHOCHMMOCTBIO JIaKTO3bl, [JIFOKO30-
raJaKkTO3HOM ManbabcopOuuei.

e [lpumeHeHHe M JOKOHTaKTHOM NPOMUIAKTHKK y JIHL C HEU3BECTHBIM HIIH

nonoxkuTenbHpiM BHUY-1 crarycom, naudeHtam ¢ HapylleHHeM (QYHKUMH MOYeK
(KK < 60 ma/muH).

C OCTOPOXHOCTBIO

-y MalXEeHTOB C CaxapHbIM AHabeToM;

-y HOXMIBIX MALKMEHTOB (B BO3pacTe cTapuie 65 1eT);

- Y NMalMEeHTOB C HapylueHueM QyHKLuK noyek (cM. pasen «Ocobble yKasaHus»);

-y TaUWeHTOB, OJHOBPEMEHHO MNPUHUMAIOLIMX [pYrHe IJIeKApCTBEHHbIE MpETapaThl:
obnajarmme HehpOTOKCHYECKMM aeHCTBMEM (aMMHOTTMKO3MIBL, amdorepuurd B,
dOCKapHeT, raHUMKIOBMp, MEHTAMHUAWH, BaHKOMMUMH, WHTEPIEHKHH-2, a0 OoBHUD);
HECTEPOM/IHbIE MPOTHBOBOCIAIMTE/bHbIE MpENaparThl; MHIUOMTOPBI MpPOTEashl BUY,
YCHJICHHBIE DWTOHABMPOM MIIM KOOMLMCTaToM (cM. paszensl «BsaumonelcTsue C
JPYTMMMU JIEKAPCTBEHHBIMH CpEACTBaMU» 1 «OCOOBIE yKa3aHUsA»);

-y NaUMeHTOB C yKazaHMeM Ha 3a00jeBaHME MeYeHHW B aHAMHE3E, BKIIIOYAs IeraTHTh
(cm. pasgen «Ocolble yKa3aHHA»);

- COBMECTHBI NpHeM TeHO(OBHpPA M [MIAHO3MHA HE PEKOMEHJOBaH (CM. pa3lenbl
«B3auMO/IeHCTBHIE C APYTUMH IEKAPCTBEHHBIMK cpeacTBaMuy 1 «Oco0ble yKasaHus»);

- TIpoTHBOBHpYCHBIE TIpenaparhl [s JieueHus BupycHoro renatura B (BI'B) (cm. pasnen
«B3auMOIEHCTBHE C IPYTMMH JIEKAPCTBEHHBIMH CPEICTBAMM);

- Tlaumentam ¢ Hapymwenuem QyHkuun nodex (KK < 60 wmui/mun) (@1 nokasaHus

«Jleuenue BUY-1 unbpexuun»);

- TlauMeHTaM ¢ OCTEONOPO30M, MMEIOLMM BbICOKHH PUCK MEPEIOMOB.



IPUMEHEHME IIPM BEPEMEHHOCTH ¥ B IIEPHOJ TPYIHOI'O
BCKAPMJIMBAHMS

bepemeHnHoCTD

JlanHHble, NOTy4eHHBIE Ha BHIGOPKE cpeaHero oobema y GepemenHbix (o1 300 no 1000 ncxonos
GEpPEMEHHOCTH), YKA3bIBAIOT HA OTCYTCTBHE MOPOKOB Pa3BUTHs MM TOKCHYECKOTO BO3ACHCTBUA
Ha MUIOI/HOBOPOXKIEHHOrO, KOTOPble GObliM Obl CBA3aHbl C NPHEMOM OSMTPHULMTAOMHA HIIH
TeHodoBupa. MccienoBaHus Ha JKMBOTHBIX HE YKas3blBalM Ha TOKCHYECKOE BO3JCHCTBUE
SMTpULMTabMHA M TeHO(OBMpa Ha pENpOAyKTHBHYIO OyHkuuto. Takum oOpasom, npu
HEOOXOAUMOCTH, MOXKET OBITH PACCMOTPEHA BO3MOXKHOCTD NIPUMEHEHHUS Mpenapara Tpysaza® Bo
BpeMs OEpEMEHHOCTH.

Ilepuoa rpyIHOrO BCKAPMIIMBAHHS

Hccnenopanus MoKasaiy, 4TO SMTPULMTAOMH U TEHOGOBUP BBIAEIAIOTCS B IPYAHOE MOJOKO.
JlaHHBIE O BIMSAHUM SMTpHLMTA0MHA ¥ TeHO(OBHUPA HA HOBOPOXKIEHHBIX/IETEH HENOCTATOUHBI.
[ToaToMY He clieyeT MPUMEHSATh penapar Tpysana® B IepHOa KOPMIIEHUS IPY/IBIO.

B uenoM, skeHuuMHaMm, WHOUUMpoBaHHbIM BUY, He peKkoMeHIyeTCs KOPMUTb IpyIbIO BO
usbexanue nepenaud BUY peGenky.

DepTUILHOCTh

He wuMmeeTcs OaHHBIX O BIMSIHMM IIpenapara TpyBaza® Ha (epTHIBbHOCTL y JIHOREH.
HCCJ’ICHOB&HI/IH Y JKMBOTHBIX HE€ YKasbIBalOT Ha BpEAHOE BO3}.'1€ﬁCTBH€ 3MTpPlLIIdTa6HHa U

TeHo(OoBUpa Ha GEPTUILHOCTD.

CIIOCOBb NIPUMEHEHMNS 1 103bI
BHYTpb, NMPEANOYTUTENBHO ¢ e1oi. TabneTky HeoOXOAMMO MpOrJIaThiBaTh LETWKOM, 3amvBas
Bo0i. TabneTKy Helb3sl Pa3)KeBbIBAaTb WM Pa3jiaMbiBaTh.

TabneTky npenapara Tpysaza® MOXKHO NPUHATH Cpasy TMOCTIE €€ PACTBOPEHHs IPUOIU3HTENBHO

B 100 M1 BOBI, aneJIbCUHOBOIO MJIM BUHOIPAJHOIO COKa.

Hasnauenne npenapata TpyBaja® JO/KEH MHMUMMDOBATb Bpad, KOTODBIM MMEET OMBIT B

neuennn BUY-undexuuu.

Jo3bt

B3pocnvie u nodpocmiu 6 6ospacme 12 nem u cmapuie u 6ecom e menee 35 xe: 1 Tabnerka B

CYTKH.
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IIpopunaxmuxa BAY y é3pocneix: 1 TabneTKa B CYyTKH.

B cnyuae HeOOXOAMMOCTH KOPPEKLMH JO3bl MM NPEKPALIEHHS MpHeMa OJHOrO U3 KOMIOHEHTOB
npenapara Tpyama®, mauWeHTa ClelyeT MEPEBECTH HAa MNPUEM OTHCIbHBIX MpPenapaTos
sMTpunuTabuHa uik TeHoposupa. [loxanyiicra, 0OpaTUTECh K HHCTPYKLMU MO MEAMLMHCKOMY
MPYMEHEHHIO YKa3aHHbIX Mpenaparos.

Ecau npuem 1036l GbUT NPOIMYLIEH, ¥ MPOLIIO MeHee 12 4acoB OT OObIMHOro BpeMEHH MpHeMa
J03bl, TO MALKMEHTy CIeIyeT Kak MOXKHO CKOpee MpHHATH Mpenapar Tpysana® u BepHYTbCS K
0OBIYHOMY peXUMY Nprema npenapara. Eciu B cryyae npomnyIeHHOro nprueMa 1036l npenapara
prBana® npouuto Gonee 12 yacoB OT OOBIYHOTO BPEMEHH TpHeMa MpenapaTa, TO NalkeHTy He
cleayeT NPUHMMATh MPOMYIUEHHYIO 03y, HO HEOOXOAMMO BEPHYTHCSA K OOBIMHOMY PEeXKHMY
npyeMa rnpenapara.

Ecnu B Teuenue 1 yaca mocie npvema npenapara Tpysana® BO3HHKIA PBOTA, ClEYET NPHHATH
ele oaHy TabneTky. Ecnim pBota BozHMKIa Gonee uem yepes 1 4ac mocnie npuema mpenapara

prBana®, TO ellle OAHY TabNeTKy NPUHUMATh HE ClieyeT.

Oco0Oble TPV NalMEeHTOB

IHayuernmer nodicuno2o eozpacma

Koppekuus 10351 He TpeOyetcs (cM. pasaen «PapMakoAMHAMUKaY).

Hapywenue gynxyuu novex

DMTpULMTA0HH U TEHODOBUP BBIBOASTCS U3 OPraHu3Ma ¢ MOYOH, MOITOMY Y JIML C HAPYLICHHEM
DYHKUMM TOYeK OTMevaeTcs Oojee [UIMTEIbHbIA MEPHOA BBIBENEHUS OMTPULUTAOMHA H
TeHodoBHpa (cM. paszensl «DapMakOKUHETHKa 1 «OCOOBIE yKa3aHHsA»).

Bspocnvie ¢ HapyuieHuem QyHKyuu novex:

[Ipenapar prBana® cnenyer mnpuMmeHats y ortaenbHbix auy ¢ KK < 80 wma/muH,
ecii TIOTeHLMANbHAs [O0Jb3a JIEUYEHWs CUMTAETCs MPEBBILIAIOIEH MOTEHUMAIbHBIN PHCK.

CwMm. Tabnuuy 1.

Taoauna 1

Pexomenaauuu C MOYe4YHOH

OTHOCHTEJIBHO
HeA0CTAaTOYHOCThIO

JO3HPOBOK AJIst OTACJIbHBIX JIMI

Jleuenne BUY-1 undexuun JIOKOHTAKTHasi NPOQUIAKTHKA

Hapyuenust QyHKUMH TOYEK

OFpaHH‘lCHHble JaHHbIC, MTOJYYCHHBIC B

OrpaaneHHme JlaHHBbIE, MOJYYECHHBIC

JIETKOM CTENneHH pe3yabTare KJMHUUYECKHX | B PE3yJIbTaTE KIMHUYECKHX

(KK 50-80 mi/muH) WCCNEeOBaHMU, CBMAETENLCTBYIOT B | HCC/IEIOBaHMH, CBUAETENLCTBYIOT B
nojb3y COXpaHEHHs pexxuma | MoJib3y COXpPaHEHHs PexK1Ma
J03UpOBaHMsl  Ipenapara prBa,ua® JI03MPOBaHUA Ipenapara prsaaa®

onMH pa3 B cyTkH (cm. pasaen «Ocobbie

OZIMH Pa3 B CYTKH

11



yKa3aHUs»). HEHH(QULHPOBAHHBIMH MALKEHTAMH C
KK 60-80 mu/muH. ITpuem npenapar
praana® HE PEKOMEHI0BaH
nauuentam ¢ KK < 60 mi/MuH,
HeuHduuupoaHHsiM BUY-1. B cBsi3u
C OTCYTCTBHEM AAHHBIX y JaHHOH
TNOMYJISLHH

(cM. pazaenst «PapMaKOKHHETHKA) H
«Ocobble yKazaHus ).

Hapymenus ¢yskuun nouyex | [Ipuem npenapara Tpysana® kaasie 48| [Tpuem npenapara prsana® He
cpenHel cTeneHu 4acoB PEKOMEHAYETCs MO pEe3y/]bTaTaM| PEKOMEHIOBaH s JaHHOM

(KK 30-49 ma/MuH) MOIEIMPOBaHUS (HApMAKOKHHETHYECKUX | MOMYJISLMH.

JIaHHBIX Pa30BOH 03Bl IMTPULMTAOMHA
1 TeHopoBUpa Yy 100pOBOJIBLLEB, HE
umerownx uHpexuun BUY, ¢ pasuoit
CTEMEHbIO HapylieHHst QYHKUHH noyex
(cM. pazzen «Ocobble yka3aHHs ).

Hapymenns dyskuny nouex | [lpenapar Tpysana® e pexomennosan, | [lpuem npenapara Tpysana® He

TSKEJOM CTeneH: TaK Kak ¢ KOMOMHHPOBaHHOM TabNEeTKON | peKOMEHI0BaH 1J1sl AaHHOH
(KK < 30 ma/MuH) 1 HeNb3s JIOCTHYb HEoOXOAMMOro | MOMYISALHH.

NALMEHTbI, HAXOAAIUMECS HA | YMEHbLICHUS JO3bl.

remMoznanu3e

Hemu ¢ napyweHuem GyHkyuu noyvex

[Ipumenenue npemnapata He PEKOMEHAYETCs y JMLl B Bo3pacte 10 18 zer ¢ HapylmeHueM
GbyHkuuu novex (cM. paszgen «Ocobble yKa3zaHus»).

Hapywenue ¢ynxyuu nevenu

Koppekuust 1036l y ManueHTOB ¢ HapylleHHeM (GYHKUMM MeueHd He Tpebyercs (CM. pasielibl
«DapmakokuHeTuKa» 1 «OcoOble yKa3aHUs»).

Jemu

D heKTUBHOCTS 1 GE30NacHOCTh NPUMeHeHN s nipenapara Tpysana® y feteit 10 12 1eT noka He

ycTaHoBeHa (cM. pa3aen «PapMakOKMHETUKAY).

IIOBOYHOE JEVCTBUE

Kpamxkue oannvie o npogune bezonacnocmu

BHY-1 ungpexyus

Cpenu mMoGOYHBIX peakiyif, BO3MOXKHO CBA3AHHBIX C AMTPULUTAOMHOM W/MIM TEHO(DOBHUPOM, B
OTKPBITOM PaHIOMM3UPOBAHHOM KJIMHMUYECKOM HMCCIEJOBAHMM B3POCIBIX Yallle BCEro
coobwanock o TouHoTe (12%) u muapee (7%). Ilpodune Ge3onmacHOCTH SMTpULMTAOMHA U
TeHO(OBUPA B 3TOM HUCCIEIOBaHMU COOTBETCTBOBAJ MPEbIAYLLEMY OINbITY MCIOJIb30BAHUS 3THX

npenaparoe, Koraa KaXIbIM M3 HHUX MPUMEHANICA C  OPYTMMH aHTHPETPOBUPYCHBIMU

npenapaTamy.
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Hoxonmaxmras npogunaxmuxa

B Xozie ABYX PaHIOMM3MPOBAHHbIX MIaLe60-KOHTPOIMPYEMBIX HCCIeoBaHuH ¢ yuacTuem 2830
HerHGuuupoBaHHbIX BUY-1 B3pOCIbIX JIKLI, KOTOpbIE MOJy4Yald npenapat prBana® OJIMH Dpa3
B CYTKM B KAQueCTBE JIOKOHTAKTHOM MpO(MIaKTUKMU, HUKAKMX HOBBIX HEXKENATEJIbHBIX peaKLni
B CBI3M C IIPUEMOM IIpemnapara Tpysana® BbiABNEHO He Obuto. IlauMenToB HaGroxasy
B cpeaHeM B TedeHue 71 u 87 Hexenb, cooTBeTcTBeHHO. HamGonee 4acTol HexenaTeabHOM

peaxkuueit B rpyIne npenapara prBana® OJIHOTO M3 UcCenoBanuii Obia ronoBHas 6o1s (1 %).

Hannvie 0 n06OUHBIX peakyusix 8 Guoe CGOOHbIX mabauy

[ToGouHble peakiuy, HaOMIOJaBIIMECs B KIMHMYECKMX MCCIEJOBAHMAX M B DPYTHHHOH
KinHAYeckoi mnpaktiuke y BWY-1 uHOUUMpPOBaHHBIX TNAlMEHTOB, pPacCMATPUBACMBbIE KaK
BO3MOJKHO CBSI3aHHBIE C KOMIIOHEHTaMM Mpernapara prBana®, npusoasatcs Hwke (Tabnuua 2)
0 KJaccaM CHCTEM OpraHoB M 4acTOTe. B pamkax KaKIO#M TpyINIBI MO 4acToTe MOoGO4YHbIE
peakuyy TPUBENECHBI B TMOPSAKE YMEHbIUEHUs cepbe3HOCTH. [T060uHBIE peakuuu Mo 4acToTe
OnpeeNAIOTCS Kak: oueHb yacto (> 1/10), wacro (ot > 1/100 mo < 1/10), newacto (ot = 1/1000

10 < 1/100) u peaxo (ot > 1/10 000 no < 1/1000).

Taoauna 2
IMo6ouyHbIe peakuny, AaCCONUHPOBAHHBIE C IPHEMOM Npenapara prBaua® U OTHOCSIIIIHECS
K OTJeJbHBIM KOMIIOHEHTaM NpenapaTta, Ha OCHOBAHMM KJIMHHYECKOIro MCCIeJOBAaHHS H
NOCTPErHCTPANMOHHOI0 AHAJIH3A.

Yacrora OMTPHUUTAOHH : Tenodorup

HapyweHus co cmopoHsl KpOBU U NUMBAMULECKOU CUCTEMBbL.

Yacto Heiirponenus

.
Heyacro Anemust”

Hapywernus co cmopoHbl UMMYHHOU CUCTEMbL.

Yacrto AJniepriuyeckas peakums

Hapywenuﬂ CO CMOPOHbL obmeHa gewecme U NUMAaHuA!

OueHb yacTo Tunodocdaremus’
Yacto [uneprinkeMus, FTUNepTPUIIMLEPUIEMHUS

Heuacro THnoKanemus'
Penko Jlaktoaunnos

Hapywenua ncuxuku:

13



YacroTa OMTPHUHTAOUH Tenodosup
Yacto HeoOpIuHbIE CHOBUEHUS, OECCOHHMLIA

Hapywerus co cmoporel HepeHOU cucmembyi.

Ouenb yacto | ['onoBHas 6011b [onoBokpy»xeHue

Yacro

I"onoBokpyxeHue

["onoBHas 60J1b

Hapyutenwz CO CMOpPOHbL cheﬂybouﬁo-xumeuﬂozo mpaxkma.

OyeHpb 4acTo

Huapes, TomHoTa

uapesi, pBOTa, TOLIHOTA

Yacro OO1iee MOBBILIEHHE aKTUBHOCTH aMuiiassl, | oM B )KMBOTE, B3IyTHE, METEOPHU3M
B TOM YMCJE€ aMMJIa3bl MOMKETYAOUHON
JKeJIe3bl, MOBBILICHUE AKTUBHOCTH JINMA3bI,
pBOTAa, OOIK B )KUBOTE, AUCIIENCHUS
Heuacro [Tankpeatut
Hapywerus co cmopoHbl neveru u Jcen4edul800Auux nymei:
Yacro [Topbnuenue axktuBHocty ACT  wumm | [ToBblueHue aKTMBHOCTHU
AJIT, runepOunupyouHeMus «IIEYEHOYHBIX» TPaHCAMUHA3
Penxo JKuposast qucTpodus rneyeHu, renaTturt

Hapywerus co cmopoHvl KOJicu U NOOKOIICHbIX MKAHETL:

OueHp 4yacTo

Koxnas cpinb

Yacro BesukynoOynesHas, MycTyJjie3Has,
MaKyJjonarnyJie3Hast Cblllb, KOXKHas Cblllb,
KOXKHBIM 3y[, KpalnuMBHULA, W3MEHEHHE
UBETa KOXKU (yCUJICHHE MArMeHTalum)
Heyacro AHTHOHEBPOTUYECKHH OTEK”
Penko AHTHOHEBPOTHUYECKUH OTEK

Hapywerusi co CmopoHbl CKeNemHO-MblULe HOU U COEQUHUMENTbHO MKAHU.!

QOueHb 4acTo

[ToBbILIEHUE AKTUBHOCTH Kp€aTUHKHUHa3bl

T

Heuacro PaGroMuonu3’, MpleuHas cnabocTb

Penxo Ocreomansuus (riposiBnsirOIIasiCS
0ONsIMM B KOCTAX U IlepeioMaMu
KocTell B OTHENBHBIX Ciydasx) ™,
MUOTIATHs

HapyweHus co cmoponsl noYex u Mouegbl600AUUX Nymell:
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Yacrora SOMTPULHUTAOUH : Tenodosup

Heuacro [ToBbllIEHNE KpeaTHHMHa,
IPOTEUHY PHS, MPOKCUMaJIbHAs
TyOyJnonaTus, BKIOUYast  CHHIPOM
DaHKOHU

Penxo [ToyeuyHass HEZOCTATOUHOCTH (OCTpas U

XPOHHMYECKas), OCTpPBI TyOyasApHBIH
HeKpo3, HehpHUT (B TOM YHCIIE OCTPBbIiA
MHTEePCTULIMAIbHBIN Hedput)’,
He(poreHHbIN HecaxapHbli 1uaber

Obwue paccmpoticmea u Hapyuw.eHUs. 8 Mecme 66e0eHUA:

OyeHb 4acTo AcTeHus

Yacro Bonb, acrenus

VkazaHHas noGo4Has peakiusi MOXKET MOSBHUTbCS Kak CIEACTBHE NMPOKCHManbHOH TyOynomaruu. B oTcyrcTBHME
JI@HHOTO COCTOSIHUS CYHTAETCS, YTO BOSHUKHOBEHHE YKa3aHHOM MOGOYHON peakiny He HOCHT XapaKTep MPU4YHHHOH
B3aMMOCBSI3H C MPUMEHEHHEM TeHO(OBHpa.

2
TIpy npuMeHeHHH IMTpULMTAOHHA y AeTed aHemusi Habl0Janach YacTo, @ W3MEHEHME LBETa KOXKH (y4acTKH
TUTEPIUTMEHTALMH) OYEHD YaCTO.

3[o6Gounas peakums GbIIa yCTAHOBJEHA BO BPEMsl IOCTPErHCTPALMOHHOrO HaGIOACHH S, HO HE PErHCTPUPOBAIach B
PaHIOMHU3MPOBAHHBIX, KOHTPOIMPYEMBIX KJIMHMYECKHX MCCIIE10BAHMAX C YYACTHEM B3POCHBIX MIH KIMHHYECKHX
MCCNENOBAHUAX C TPUMEHEHHEM OSMTpUuMTabuHa ¢ yuacTveM BWY-uHOHUMPOBaHHBIX JETEH, MM B
PaHIOMH3HPOBAHHBIX KOHTPOJIUPYEMbIX KIMHUYECKHX HCCEI0BAHUSAX, UM B PACIUIMPEHHOH IporpaMMe 10CTyna K
TCHOd)OBHp}’. YacToTa onpeaensiacb METOAOM CTaTHCTHHECKOro pacueTra, UCXOas M3 o01ero yucna MalKHEHTOB,
MOMyYaBIIMX IMTPUUMTAOHH B PaHAOMH3MPOBAHHBIX KOHTPONHPYEMBIX KIMHUUYECKHX HCCienoBanusX (n=1563)
UMM TeHODOBUD B DPAHAOMH3HPOBAHHBIX KOHTPONMPYEMbIX KIMHHYECKMX HCCIENOBAHHMAX M B DACLIHPEHHOM
nporpamme nocryna (n=7319).

Omnucanye OTAeIBHBIX NOOOUHBIX PEaKLIUM

Hapywenue gynxyuu novex

Tlockoneky mpemapar TpyBaza® MOXeT TpPHUBECTH K HAapyWeHWIO GYHKUMH TOYEK,
DEKOMEHIYeTCs KOHTPOIMpoBaTb WX GyHKumio (cM. pasgen «Ocobble — yKasaHHs»).
[TpokcumanbsHas TyOysomaTus, Kak MpaBWIIO, MCue3ala WM OTMEYaloch YJIy4LIEHHE MOcCie
oTMeHbl TeHodosupa. Tem He MeHee, y HekoTopblX BHY-1 vHMUMPOBaHHBIX NALKEHTOB,
OTMeHa TeHO(OBMpa NPMBOAMJIA K HEMONHOMY BOCCTaHOBIEHHMIO CHMKeHHOro ypoBHs KK.
[TauMeHTsl ¢ PUCKOM pa3BUTHs MOUYEYHOH HEOCTATOUHOCTH (HaNpUMep, MauUeHTbl ¢ UCXOIHBIM
PUCKOM TMOYEYHOM HEJOCTATOYHOCTH, comyTcTBywomas BUY-undexuus, COmyTCTBYIOMWas
Tepanusi HePPOTOKCHYHBIMM IpenapaTaMd) HaXOAATCA B TpyMne MOBBILICHHOrO pHCKa

HETOJIHOTO BOCCTAHOBNEHMsI (DyHKLMHM TOYeK, HECMOTPsl Ha OTMEHY TeHOGOBUpa (CM. paszien

«Oco0ble yKa3aHusi»).
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Bzaumooeiicmsue ¢ OUOaHO3UHOM
OJHOBPEMEHHOE NpPUMEHEHHe TeHODOBHMpPA W AMIAHO3MHA HE PEKOMEHAYETCs, TaK Kak 3TO
MPUBOJUT K IOBBIUEHUIO CHCTEMHOrO BO3JACHCTBHMA [MIAHO3MHA Ha 40-60%, 4TO MOXKET
VBEMYUTH PUCK BOZHMKHOBEHHS NMOOOYHBIX PEaKLMH, CBA3AHHBIX C AHAaHO3MHOM (cM. paznen
«B3auMOeiCTBHE ¢ JPYTHMU JeKapCTBEHHbIMH CPEICTBAaMM»). Peko coobumanock o cayyasx
TNaHKpeaTHTa U JIAKTOAM103a, MHOrJa C JIETalIbHbIM HCXOIOM.
Hapamempor memabonusma
B X0ze aHTHPETPOBMPYCHOM Tepanmuy macca Teja, YPOBHH JIMIUIOB M TJIHOKO3bl KPOBH MOTYT
YBEJIMYUBATHCA.
CunOpom 60CCMAHOBNEHUS UMMYHUMEMA
YV BUY-uHGMUMPOBAHHBIX MALMEHTOB C TsDKEIOH (opMOH MMMyHONE(UIMTa HA MOMEHT
Hayana KOMOMHMPOBAHHOM aHTUPETPOBUPYCHOM Tepanuy MOXKET BOSHMKHYTH BOCTIAJIMTC/IBbHAS
peakiysi Ha acHMITOMATHYECKME WIIM OCTATOYHBIE OMIOPTYHHCTUYECKHE uHpekunu. Taxke
c0061manoch 06 ayTOMMMYHHBIX HapylieHusX (TakuxX Kak 6onesHb ['peiBca); OHAKO JNaHHBIC O
BpPEMEHM Hayaja TaKMX SBICHUH CHIBHO pasHATCS, W 3TH CIIy4au MOTIM MMETb MECTO CIyCTs
HECKOJIBKO MECSILEB MOC/e Havyana neuenus (cm. paszaen «Ocobble YKasaHus).
Ocmeonexpos
CooBmanocs O Ciy4asx OCTEOHEKpO3a, B YACTHOCTM y TMalMEeHTOB C OOIICH3BECTHBIMH
daxropamu pucka, mnosaHeid cragued BUY-uHbekumm WM JTMTENBHBIM - [IPUEMOM
KOMOMHMPOBAHHOW aHTUPETPOBMUPYCHOM Tepamuu. YacToTa BO3HMKHOBCHHMS —YKa3aHHOIoO
ABJIEHHs Hem3BecTHa (cM. paszen «Ocobble yKasaHus»).

emu
B OMOTHEHKE K HEXKeNaTebHbIM PEaKLMIM, O KOTOPbIX cOO0LIanoch NMpy JICYEHUH B3POCTIBIX
naimenTos, aHemusi (9,5%) u obecuseuuBanue Koxu (31,8%) wuare HaOmoJaluch B
KIIMHHYECKUX HCCIIENOBaHUIX IMTpUUMTaOuHa y AeTel (B BO3pacTe OT 4 MecALEB 10 18 ner),
yem y B3pocnbiX (cM. paspen «[loGOuHOe AeHCTBHE», TaOIMYHOE PE3OME HEMKENaTelbHBIX
peaxuuit).
HexxenatenbHble peakLyy, HAOMONaeMble y MALMEHTOB JIETCKOro BO3pacTa (ot 2 mo <18 ner),
MOJTy4aBIIMX Jle4eHre TeHODOBHPa AU30NPOKCHIA (yMapaToM, COOTBETCTBOBAH TEM, KOTOPLIC
HAGMIONAMNCh TP KJIMHMYECKMX HCCIEJOBaHUAX TEHO(OBMpa NM30MPOKCHIA bymapata y
B3pocbIX (cM. pasaen «[ToGouHoe neicTBueY, TaGIMYHOE PE3IOME HEKETATE IbHBIX peaKiui).
B KIMHUYECKUX Mccaenosanusax BUU-1 MHpHUMPOBAHHBIX MALMEHTOB IETCKOTO BO3pAcTa OT 2

10 <18 et u B['B MHUIMPOBAHHBIX MOJPOCTKOB B BO3pacTe 12 et 10 <18 net, coobmanoch
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0 CHIKEHMH MHUHepalbHON MmioTHOCTH kocted (MIIK) y mauneHToB, Moxy4aBlIuX TeHOHOBHpa
auzonpokcuia ymapar (cM. paszen «Ocobble yKazaHHs»).

89 BUY-1 uHGOMUMPOBAHHBIX MALMEHTOB NETCKOro Bo3pacTa (auamasoH OT 2 1o 15 1er)
nojiyyand TeHohoBHUpa AM3OMPOKCHI (Qymapar B cpeiHeM B TeueHue 313 Henenb. YeTsipe
nalyeHTa MpeKpaTUiIv Je4eHHe B CBSI3U C HEXENaTeIbHbIMU PEaKUMAMHU, COOTBETCTBOBABIIMMH

Ty6ynor1am14 IMPOKCHMAJIbHOI'O THIIA.

[pveue ocobvle 2pynnvl nayuenmoes

Juya ¢ napyweHuem GyHKyuu novex

[TockonbKy TeHO(GOBUP MOXKET BBI3bIBATH MOPAKEHUE MOYEK, B3POCI/IBIM JIMIIAM C HapylIeHHEeM
DYHKLMH TIOYeK, PUHAMAIONIMM npenapat TpyBaaa”, peKOMEHIYeTcs: NOCTOSHHBIA KOHTPOJb
dyHkuum noyex (cM. paszgenst «Ocodble ykasaHus» ¥ «Crnocod NpUMEHEHUS U JO3bIY).
Ko-ungpexyus BUY/BI'B unu BU9/BI'C

[Mpodune GesomacHocTH 3MTpuLMTabMHAa W TeHOGOBUpA Yy OrPAHWUYEHHOTO KOJIHMYECTBa
BUY-uHpUUMPOBAHHBIX MALMEHTOB, KOTOpble Ko-uHGUuMpoBaHsl BI'B uam BI'C, Obin cxox ¢
npodunem 6e30MacHOCTH, KOTOPbIH HAGI0AANCS Y NTALMeHTOB, MHQHLMPOBAaHHBIX TOJIbKO BUY.
Tem He MeHee, Kak Oxuaanoch, noBbiieHue akTMBHOCTH ACT u AJIT y naHHOW TIpymiibl
MalUEeHTOB BCTPEYAIMCh Yalle, 4eM B obeit nomynsuun BUY-nnGuuypoBaHHbIX MaLMEHTOB.
Obocmpenus zenamuma nocie NPeKpawyeHus 1e4eHus.

V nauueHToB ¢ conyTcTByrowel nHdekuueir BI'B oTMeuyanuch KIMHUYECKUE U 1a00paToOpHbIe

MpU3HAKKM OOOCTpEHMs TrenaTuTa Mocie MpeKkpaiieHus JedeHus (cm. pasgen «Ocolble

YKa3aHus»).

IMEPEJO3UPOBKA

B ciyuae mepeno3uMpoBKM TpeOyeTcs MeIULUMHCKOE HaOJNOJEHWE Ui BBISBJICHHMS TMPHU3HAKOB
TOKCHYHOCTH U, €CJIM HEOOXOAUMO, MPUMEHEHHE CTaHAAPTHOrO MOANEPIKUBAIOIIETO JICUCHHUS.
o 30% no3sl sMTpuuuTabuHa W npubnusutensHo 10% 1036l TeHOQOBMpa MOTYT OBITh
BBIBEJEHBI C TIOMOIUBIO remMoauanusa. HeusBeCTHO, BBIBOAMTCS JIM OSMTPULMTAOMH HIH

TeHO(OBHUP MyTEM MEPUTOHEATBHOIO AUaIU3a.

B3AUMOJEVCTBHUE C JPYT'UMHU JEKAPCTBEHHBIMU CPEICTBAMM
HccnenoBanus B3aMMOAEMCTBHS ObLJIM POBEAEHBI TOJIbKO Y B3POCIBIX.

[TockonbKky B mpenapare prla.ana® CONEPXKUTCST SMTPULUTAOMH U TEHOMOBUP, BCE Cllyyau
JIEKapCTBEHHOrO B3aWMOJEHCTBUS, BBISBJIEHHbIE C 3TUMM AKTHBHBIMM BEILECTBAMH, MOTYT
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BO3HMKATh TAKXe NpH MPUMEHEHHHM Ipenapara Tpysaza®. Ipuem sMTpuuUTaOHHA BMECTE C
TeHO(QOBUPOM He BIMsI Ha HapMaKOKMHETHKY SMTPULMTa0MHA ¥ TEHO(POBHPA B PABHOBECHOM
COCTOSIHMM, B OTJIMYME OT MpUeMa Ka)XI0ro rnpenapara B OTACbHOCTH.

WccnenoBanus in  vitro, a TaKke KIMHWUYECKHE HCCIE0BaHUs (HapMaKOKMHETHYECKNX
B3aUMOJEHCTBUN MOATBEPAMIH HH3KYIO BEPOATHOCTD CYP450-onocpe1oBaHHbIX

B3aUMOJEHCTBUN MEXIYy SMTPULMTAOMHOM M TEHODOBMPOM C IPYTMMH JIEKAPCTBEHHLIMH

npenapaTami.

OIHOBPEMEHHOE MPUMEHEHUE HE PEKOMEHIOBAHO

Ilpenapar Tpyeaga® He clelyeT NpPUMEHATh ONHOBPEMEHHO C JIPYTMMM [pernapaTam,
CcolepIKALIMMU 3MTPULMTaOUH, TeHo(oBupa anzonpokenn (B Gopme dymapata), TeHOGOBHUPa
anabeHaMHI UM JpYTHe UMTHAMHOBbIE aHAJIOTH, TAKMMH KaK TaMMBYMH (cM. pasjen «Ocobbie

YKa3aHUAY).

[Tpenapar Tpysana® He cleyeT MPUMEHSTh OTHOBPEMEHHO C afe(OBHpa AUIHBOKCHIIOM.
Juoanosun

OnHOBpeMEHHOE MPUMEHEHHE Ipernapara pr3a11a® W JMIaHO3MHA HE PEKOMEHIYeTCs
(cm. paznen «Ocobble yka3aHus» u Tabauuy 3).

JlexapcmeenHosle cpeOcmea, Komopble 6bl600SMCsL NOYKAMU

[TOCKONBKY 3MTPULIUTAO0UH ¥ TEHO(DOBHUP BBIBOAATCS NMPEUMYIIECTBEHHO TMOYKaMH, COBMECTHOE
MpUMEHEHHKE Ipenapara Tpysana® ¢ eKapCTBEHHBIMU MPENApaTaMy, CHIKAKOLWUMK TIOUEHHYIO
GYHKLUMIO WM KOHKYPMPYIOLUMMH 3a aKTHBHYIO KaHANbLEBYIO CEKpeuuio (Hampumep, ¢
LUI0DOBUPOM), MOXKET TOBBICHTh KOHLEHTPALMIO B CBIBOPOTKE IMTpULMTAOKHA, TEHODOBHPA
W/WIM COBMECTHO Ha3HAa4YaeMbIX JIEKAPCTBEHHBIX [TPENapaToB.

Heobxonnumo u3beraTh MPUMEHEHMs TMpenapara prBana® C OJHOBPEMEHHBIM WIIM HEJaBHUM
NpUMeHeHHeM HePPOTOKCHYECKHX JIeKAapPCTBEHHBIX MPENapaToB (HanpuMep, aMMHOTIMKO3KIOB,
amdoTtepuimba B, gockapHeTa, raHUMKIOBHpPA, NMEHTAMMMHA, BAHKOMULWMHA, UXO(OBMpa U
uHTepneiKkuHa-2) (cM. paznen «Ocobble yKa3aHus»).

Hpyaue 83aumooeucmeus

B3aumomencTBUsS MEXIY NpenapaTrom TpyBana® WM €ro OTHETbHBIMH KOMIIOHEHTaMH H
JPYrMMH JeKAapCTBEHHBIMM [Mpenaparamy, NpeacTaBleHsl Hike B Tabmuue 3 (yBenuueHHe
0603HaueHO «1», YMEHbLIEHHE — «|», OTCYTCTBUE M3MEHEHUH — «<>», [1Ba pa3a B CYTKH —
«b.i.d.» 1 oauH pa3 B cyTku — «q.d.»). [Ipn Hanuunun 90% noBeputensHoro unTepeaa (M) ox

yKa3aH B CKOOKax.

Tab6anna 3
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Bsaumoneiicteie Mesay npenapatom Tpysana® wim ero oTae bHBIMH KOMIIOHEHTAMH H
APYTHMH JeKapCTBEHHBIMH NIpenapaTaMu

JlekapcTBEHHBII npenapar

Bamsinue na ypoBuu npenapara

Pexkomenaauust OTHOCHTEIBHO

10 TepaneBTHYECKHM Cpeaxee npolienTioe H3menenne AUC, | OMIOBPEMEHHOrO NPUMEHEHHsI C TPenapaTom
HANPABJICHUSAM Cmax, Cmin ¢ 90% N0BepHTENBIBIM ’ Tpysaaa™ (200 mr omTpuunTaduna, 245 mr
HHTEPBAJIOM, CCJIH HMEETCs (MeXaHH3M) TEEOROSUPS MESGUpORCIIL)
MPOTUBOMH®EKUMOHHBIE

AHTHPETPOBHPYCHBIC CPEACTBA

Huruéurops! nporeasst

Arasanasup/Putonasup/Tenodosupa
nusonpokcuna Gymapar (300 mr q.d./100 Mr
q.d./300mr q.d.)

ATa3zaHaBup

AUC: | 25% (] 42-]3)
Cmax: | 28% (| 50 -1 5)
Cmin: | 26% (| 46 - 1 10)
Tenodosup

AUC: 137%

Cmax: 1 34%

Cmin: 1 29%

Arta3anasup/PuToHaBup/OMTPULMTAONH

B3aumoneiicTBue He U3y4anoch.

Koppexunu 103b1 He TpeOyeTca. Y BenuueHHas
IKCNO3ULMA TEHODOBHPA MOXKET YCHIIMBATH
CBSI3aHHBIE C TEHO(DOBUPOM HEXKENaTe bHble
SBJCHUS, BKJIIOYas MaTONOTHIO MOYEK.
Heo6Xx0onumo TIaTenbHO KOHTPOAHPOBATH
(yHkuuio nouek (cM. pazaen «Ocobbie
YKa3aHUa).

Jlapynasup/Putonasup/TenodoBupa
ausonpokeuna Gymapar (300 mr q.d./100 Mr
q.d./300 Mmr q.d.)

JapyHaBup
AUC: «
Cmin: <
Texodosup
AUC: 122%
Cmin: 1 37%

JHapyHasup/PurtoHaBnp/OMTpuunTabux

B3aumoneiicTBre He U3y4anocs.

Koppexunu 103s1 He Tpedyercs. [TobierHas
9KCMO3ULUA TeHO(DOBHPA MOXKET YCHIMBATD
noGoYHbIC PeaKUyy, CBI3aHHBIE C TEHO(OBUPOM,
B TOM YMCJIE HapylUeHKe paboThl MoUeK.
Cnenyer TLATENLHO KOHTPOIMPOBATh (PYHKLHMIO
nouek (cM. paszen «Ocobble ykazaHusa»).

Jlonuuasup/Putonasup/TeHodosupa
nusonpokeuna Gymapar (400 mr b.i.d./100
Mrb.i.d./300 mr q.d.)

Jlonunasup/Putonasmp
AUC: &

Cmax: «

Cmin: «

Tenodosup

AUC: 132%(125-138)
Cmax: «

Cmin: 1 51% (1 37 - 1 66)

Jlonuuasup/PuToHaBup/OMTPHLUMTAONH

B3auMozneicTBue He U3yuanoch.

Koppekuwnu 103bl He TpeOyeTcs. YBenuueHHas
9KCMO3ULHSA TEHO(DOBUPA MOXKET YCHIIUBATH
CBS3aHHBIE C TCHO(DOBHUPOM HEXENaTeNbHbie
SBJIEHHA, BKJIIOUAs NATOJOTHIO MOYEK.
Heo0Gxonumo TIATENLHO KOHTPOIUPOBATS
(yHkunio nouek (cM. pasaen «Ocobble
yKa3aHua»).
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JlekapcTBeHHblii npenapar
110 TEPANeBTHYCCKUM
HANPABJICHHIM

Bimsinue na yposuu npenapara
Cpennee npouentHoe namenenne AUC,
Cmax, Cmin ¢ 90% aoBepHTENbHLIM
HHTCPBAJIOM, CCJIH HMCETCSI (MEXaHN3M)

PexomeHaaunst OTHOCHTEIBHO
OAHOBPEMEHHOI0 NPHMEHCHUS € MPenapaTom
Tpysaaa™ (200 mr smTpHunTaduna, 245 mr
TeHO(OBHPA AU30NPOKCHIIA)

Hyxeosuanbie mHruGHTOPSI 0GpaTHOI! TP!

AHCKPHINTA3bI

Junaxosun/TeHodoBupa an3onpokcuia
(ymapar

OnHoBpeMeHHOE npUMeHeHke TeHo(oBKpa
M IMJaHO3MHA NpUBOIMT K 40-60%
NOBBIEHHIO CHCTEMHOI KCIIO3HLMH
JMIAHO3MHA, YTO MOXKET YBENMUNBATL PUCK
CBA3@HHBIX C IMAAHO3MHOM HEXKENaTebHbIX
asnennit. Coobluanoch 0 HeYacTbIX, MHOra
JETNbHBIX, CITyYanX NaHKpeaTHTa U
nakroaunnosa. ONHOBPEMEHHOE BBENACHHUE
TeHO(OBMpa U AuaaHo3uHa B 1o3e 400 Mr B
CYTKH GbLIO CBSA3aHO CO 3HAUNTENbHBIM
YMEHbLUEHHEM KonnuecTsa knetok CD4,
BO3MOJKHO, B CBSI3U C MEXKKJIETOUHBIM
B3aUMOJICHCTBUEM, UTO NOBBILLIAET
(ochopunupoBaHHblit (TO €CTh aKTUBHbIi)
OUAAHO3MH. Y MEHbLIEHHE 03UPOBKH
nuaaHosuHa 1o 250 Mr, KoTopasi BBOAUTCS
BMeECTE C TeHO(OBHPOM, ObLIO CBA3AHO C
COOGLIEHUAMH O BBICOKO HacToTe
BHUPYCOJIOTMYECKH HEYAAYHOTO JEUEHHUs NPU
HECKOJIbKMX MCCNIENIOBAHHbBIX KOMOMHALMAX
ans neuenns BHUY-1 undexunn.

Jnnano3uH/IMTpHLMTaOHH

BsaumoneiicTBue He u3yuanocs.

OnHoBpeMeHHOE NPUMEHEHNE Npenapara
Tpysana”™ 1 1MIaHO3MHA HE PEKOMEHIYETCS (CM.
pazznen «Ocobble yKa3aHUs»).

JlamuBynus/TeHO(OBMpPA AN30NIPOKCHIA
(ymapar

JlamuByauH:

AUC:{3 % (L8 % no T15)
Chax: ¥24 % (444 10 112)
Chin: HE Beluncasnocs (HB)

Tenodosup:

AUC:44 % (415 no T8)
Cuax: 7102 % (496 1o T108)
Chuin: HB

Jlamuynuu u npenapar Tpysana” Henb3s
Ha3Ha4aTh 0AHOBPEeMEHHO (cM. pasaen «Ocobbie
YKa3aHUA»).

OdasupeHs/TeHodGoBHpa AM30NPOKCHIA
(ymapar

Ddasupens:

TMK: 44 % (L7 no 41)
Coax: ¥4 % (49 no 12)
men: HB

Tenodosup:

IMK: 41 % (L8 no T6)
Cuax: 17 % (L6 no 122)
Cuin: HB

Hukakoi KOPpeKTHPOBKH 103bl 2(aBUpPEH3a HE
Tpebyerca.

IIPOTHBOHH ®EKIIHOHHBIE ITPEITAPATBI

IIpoTHBOBHPYCHBIE NMPENapaThl IS Je4eHnst BUpycHoro renatuta B (BI'B)

Anedosup nunusoxcun/TeHo(osupa
au3onpokcuna Gpymapar

AzneoBUp AMNHUBOKCHIIL
AUC: V11 % (V14 no 17)
Cuax: ¥7 % (413 o L0)
Chin: HB

TeHodoBup:

AUC:{2 % (45 no 10)
Caax: ¥1 % (L7 10 7T6)
C: HB

Ane(oBup AMNUBOKCHA U npenapar Tpysana”
HENb3s Ha3HauaTh OHOBPEMEHHO (CM. pasaern
«Oco0ble yka3aHus»).

IIpoTHBOBHPYCHBIC NPENAPaThI AJIs Jeuenns Bupychoro renatuta C (BI'C)
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JlekapcTBeHHbIi npenapar
M0 TePaneBTHYECKHM
HATPABJICHHAM

Baunsinne Ha ypoBHH npenapara
Cpeance npouentoe n3menenne AUC,
Cmax, Cmin ¢ 90% n0oBepHTEIbHBIM
HHTEPBAJIOM, €CJIH HMEETCS (MeXaHH3M)

PexomeHaauMst OTHOCHTEILHO
0HOBPEMEHHOT0 NIPUMCEHCHMUS C NPENapaTom
Tpysaza®™ (200 mr sMTpuUHTAOHHA, 245 M
TeHo(OBHPA AH30NPOKCHIA)

Jlenunacsup/CodocOysup

(90 mr/400 mr q.d.)

ArazanaBup/PuToHasup

(300 mMr q.d. /100 Mr q.d.) +
OmrpuunTabu/TeropoBupa AM30NpoKCUaa
(ymapar

(200 Mr/300 mr 1 q.d.)!

Jleaunacsup:

AUC:1T96 % (174 no T121)
Chax: 768 % (754 no 184)
Cuin: T118 % (191 mo T150)

Codocbysup:
AUC: &
Cunax: €

GS-331007*

AUC: &

Cﬂmx: >

Cuun: T 42 % (134 1o 149)

ATazaHaBup:

AUC: &

Conax: ©

Cuin: 763 % (745 no 184)

PutoHaBup:
AUC: &
Cnmx: <«

Cuin: T45 % (127 no 164)

OMTpULMUTAOKH:
AUC: &

Chax: ©

Chin: ©

Tenodoup:

AUC: &

Cuax: T47 % (137 no 1758)
Chin: T47 % (738 no 157)

TNoBbiluEHHbIE KOHLEHTpaLUK1K TeHohoBHpa

B MJ1a3Me B PE3y/NbTaTe COBMECTHOrO Npuema
TeHO(OBMpPa AN3OMPOKCHI (ymapara,
nenunacsupa/copocOysupa 1
aTa3aHaBUP/PUTOHABHMPA MOXKET YCHIIHTD
HEXeNaTeNbHbIE ABNEHUS, CBA3AHHBIE

¢ TeHohOBHpa AM30MPOKCHNA (hyMapaToM,
BKJIIOYAs HapylueHns QYHKLMH NoYeK.
BesonacHocTh TEHO(OBUPA AM30NPOKCHIA
(pymapata npu HCrnoNb30BaHUM C
neaunacsupoM/copocOyBHPOM U YCHINTENEM
(hapMaKOKHMHETHKH (Hanpumep, pUTOHaBHPOM
WAM KOOMLMCTATOM) HE YCTAHOB/CHA.
CrnemyeT OCTOPOYKHO HCTIONBb30BaTh ITY
KOMOMHALMIO, YACTO KOHTPOIHPYSA (PYHKUHIO
NOYEK, €C/H APYrie ajlbTepPHaTHBbI OTCYTCTBYIOT
(cm. paszen «Ocobble yKa3aHua).

Jlenunacsup/CodocOysup

(90 Mr/400 mr q.d.) +
Japyxasup/PutoHasup

(800 Mrq.d./100 mrq.d.) +
Omrpuumntabun/TeHoposypa AM30NpoKcHia
(ymapar

(200 mr/300 mr q.d.)!

Jlenunacsup:
AUC: &
Coay: €
Conin: €

Jlenunacsup:
AUC: 427 % (ot 435 1o L18)
Chax: ¥37 % (ot 148 no 425)

GS-331007%
AUC: &
Chax: ©
Chin: <>

JlapyHaBup:
AUC: &
Chax: €
Cmini >

PurtoHasup:

AUC: &

Crax: ©

Chin: T48 % (ot 134 no T63)

OMTpULHTAOHH:
AUC: &

Coax: ©

Chin: ©

Tenodosup:

AUC: 1750 % (ot T42 no 159)
Cuax: 164 % (o1 754 no 174)

Cuin: 759 % (ot 149 no T70)

ToBbiluEHHbIE KOHLEHTPaUKK TeHO(OBHPA

B NJ1a3Me B Pe3yJIbTaTe COBMECTHOrO nprHema
TeHo(hoBMpa AM30NPOKCHIA (pymapara,
nepunacsupa/copocOysupa 1
JiapyHaB1pPa/PUTOHABHPA MOXKET YCHINTD
HeXeNaTebHble PEaKUnH, CBA3aHHbIE

¢ TeHo(OBHPa AU30NPOKCHAA (hyMapaTom,
BKJIOUas HapylUeHUs QYHKLMU MOYEK.
Be3zonacHocTh TeHO(OBMPA AU30NPOKCHIA
(hymapara npH MCroJib30BaH1H

¢ neaunacsupoM/cohocOyBUpOM U YCHIUTENEM
(papMaKOKHHETHKH (HANPUMEp, PUTOHABUPOM
MM KOOMLIMCTATOM) HE YCT@HOBJIEHA.

CreayeT OCTOPOXHO MCMONB30BATh ITY
KOMOMHALMIO, YACTO KOHTPONMPYS (DYHKLHIO
nouex, ECM Apyrue ajbTePHATHBbI OTCYTCTBYIOT
(cm. pasznen «Ocobble yKasaHus»).
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JlekapcTBenubiii npenapat
N0 TepaneBTHYECKHM

BausiHne Ha ypoBHu npenapara

Cpeanee npouenthoe uzmencune AUC,

PexkomeHaauust OTHOCHTEIBHO
0HOBPEMEHHOr0 NPHMEHEHs ¢ MPenapaToM

HANPABJICHUSIM Cimiax, Crin ¢ 90% J0BepETELELIM Tpysaaa™ (200 mr sMTpuunTaduua, 245 mr
TeHO(OBHPA AM30MPOKCHIA)
HHTEPBAJIOM, €C/IH HMeeTCst (MeXaHu3M)
Jlenunacsup/codhocOyBup Jlenunacsup: Huxakoii KOppexTMpOBKH [103bl HE
(90 mMr/400 mr q.d.) + AU(?: -L340% (ot 141 no 125) pekomeHn0BaHo. [ToBbILEHHAA IKCIO3HLUS
Ddasupens/Imtpuuntabut/Tenoposupa Crax! 434 % (o1 441 110 125) TEHO(OBHPA MOJKET YCHIIUTD HEXKENATENbHbIE
Chin: 434 % (o1 43 o 124)
ausonpokcuna gymapar PeaKLMH, CBA3aHHbIE C TEHOPOBHPA

(600 mr/200 mr/300 mrq.d.)

Codocbysup:
AUC: &
Crax: €

GS-331007*
AUC: &
Conax: €

| Chnin: &

Dbasupens:
AUC: &
Crnax: ©
Chin: >

OMTpHUMTAOKH:

AUC: &

Chax: ©

Cuin: >

Tenodosup:

AUC: 198 % (ot 177 no 1123)
Cuax: T79 % (o1 156 no 1T104)
Chin: T163 % (ot T137 no T197)

AM30MPOKCHI (hyMapaToM, BKJIIOUAs HAPYLIEHHS
(QyHKuMy nouek. ODYHKUMIO MOYeK CeayeT
TLLATENBHO KOHTPOJIMPOBATh (CM. pasaen
«Ocobble yKazanusy).

Jlenunacsup/CohocGysup

(90 Mr/400 mr q.d.) +
OMrpuunTabun/Puanusupmns/
Tenogosupa auzonpokcuna (hpymapara
(200 mr/25 mr/300 Mr q.d.)

Jlenunacsup:
AUC: &
Chux: ©
Cuin: <>

Codocbysup:
AUC: &
Chuax: <>

GS-331007%
AUC: &
Coax: ©
Cuin: ©

OMTPHUMTAONH:
AUC: <

Chax: <

Chuin: ©

Punanusupuu:
AUC: &
Chax: ©
Chin: <

TeHodosup:

AUC: 1740 % (ot T31 po 1T50)
Chux: ©

Cuin: T91 % (o1 774 00 T110)

Hukaxoii KOppeKTHPOBKM 103bl HE
peKoMeH10BaHO. [TOBbILLICHHAs IKCNO3H LM
TEHO(OBUPA MOXKET YCHIIUTD HEXKENATENbHbIE
peakuuy, CBA3aHHble C TeHO(OBHUpa
JM30MpOoKCHa (PymapaToM, BKtoUas
HapylueHus QyHKUuuy nouek. PyHKUHMIO NoyeK
CNEMLYET TLUATENbHO KOHTPONMPOBATS (CM.
pasnen «Ocobble YKa3aHua»).
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JlekapcrBennbIii npenapar
10 TEPANCBTHYECKHM
HANPABJICHHSAM

Baunsinue na ypoBuu npenapara

Cpennee npouenthoe n3menenne AUC,
Cmax, Cmin ¢ 90% noBepHTEAbHBIM
HHTEPBAJIOM, €C/IH HMeeTCst (MeXaHH3M)

Pexomenaauust OTHOCHTEILHO

0/IHOBPEMEHHOT0 NPHMEHEHMUSI C TIPEnapaTom
Tpysana™ (200 Mr omTpuunTadnna, 245 mr

TeHO(OBHPA AH30NPOKCHIIA)

Jlenunacsup/Codocbysup

(90 mr/400 mr q.d.) + Homyrerpasup (50 mr
q.d.) + OmTpuumTabus/Tenodosupa
nusonpokeuna Gpymapar (200 mr/300 mr
q.d)

Sofosbuvir:
AUC: &
Cmax: <

GS-3310072
AUC: &
Cmax: «
Cmin: «

Jleannaceup:
AUC: «
Cmax: <
Cmin: «

JlonyrerpaBup:
AUC: «
Cmax: <
Cmin: «

OMTpULMTAONH:
AUC: &
Cmax: «
Cmin: «

TeHodosup:

AUC: 165%(159to 1 71)
Cmax: 161% (1 51to172)
Cmin: 1 115% (1 105 to 1 126)

Hukakoi KOppeKTHPOBKHM 103bI He
pekomeHa0BaHO. [10BbILICHHAs IKCTIO3MLMS
TEHO(OBHPA MOXKET YCHIIUTb HEXKENATENbHbIE
peaxuuu, CBI3aHHbIE C TeHO(DOBUPa
IM30MpOKcHa (hyMapaTom, BKIoYas
HapyLweHus QyHKUMHK nouek. GYHKUMIO NoveK
ClIeyeT TLIATeNbHO KOHTPOJIMPOBATH (CM.
pasnen «Ocobble yKasaHus»).
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JlekapcTBeHHbIii Mpenapar
M0 TCPANEBTHYECKHM
HANpPaBJICHHIM

Bunsinne Ha ypoBHE npenapara
Cpennee npouentnoe usmencuune AUC,
Cmax, Cmin ¢ 90% 10BepHTCALHBIM
HHTEPBAJIOM, eC/IH HMeeTCsi (MeXaHu3M)

PexomeHnaauusi OTHOCHTEIBLHO
O/IHOBPEMCHHOI0 NPHMEHEHHSI C PenapaTom
Tpysaaa™ (200 mr smTpuuuTabuna, 245 mr
TeHo(OBHPA IH30NPOKCHIA)

CodocOyBup/Bennaracsup

(400 mr/100 Mr q.d.) +
ArtazanaBup/PutonaBup

(300 mMrq.d./100 mr q.d.) +
Owmrpuuntabur/TeHoponpa ansonpokcuna
(ymapar

(200 mr/300 mr q.d.)

Codocbysup:
AUC: &
Cmax: <

GS-3310072:

AUC: «

Cmax: <

Cmin: 1 42% (1 37 to 1 49)

Bennaracup:

AUC: 1 142% (1 123 t0 1 164)
Cmax: 1 55% (1 41to 1 71)
Cmin: 1 301% (1 257 to 1 350)

ATa3zaHaBup:

AUC: &

Cmax: «

Cmin: 1 39% (1 20 to 1 61)

PuroHasup:

AUC: &

Cmax: «

Cmin: 129% (T 15to 1 44)

OMTpuumMTabHH:
AUC: «
Cmax: «
Cmin: «

Tenodosup:

AUC: &

Cmax: 1 55% (1 43 to 1 68)
Cmin: 7 39% (1 31 to 1 48)

[lpu coBMECTHOM NPUMEHEHHH TeHODOBHPA
nu3onpokcuia Gymapara,
co(ocOyBupa/Bennaracsupa u
aTazaHaBUpa/pUTOHABHpA NMOBbILLIEHHAN
9KCMO3KLMS TEHO(DOBMPA MOXKET YCHIHTD
HEXeNaTeNbHbIe PEaKLH, CBA3aHHbIE

¢ TeHo(OBHPa IU30NPOKCHIa hymMapaTom,
BKJIIOYs HapyLIeHNs (YHKUUM NOYeK.
Be3onacHocTh TeHO(OBMPA AU30NMPOKCHIA
(ymapara npu UCroNb30BAHHH

¢ neaunacBupom/cohocOyBUpPOM M YCHANTENEM
(hapMaKOKHHETHKH (HanpuMep, PUTOHaBHPOM
WM KOOMLIMCTATOM) HE YCTaHOBJCHA.

Crenyet 0CTOPOXKHO MCMONB30BATD ITY
KOMOMHALMIO, YAaCTO KOHTPOJUPYS (DYHKUMIO
NOYEK, €CU APYTrHe aNbTEPHATHBbI OTCYTCTBYIOT
(cM. pasnen «Ocobble ykazaHus).
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JlekapcTBeHHBII npenapar
N0 TepaneBTHYCCKUM

Bausinue na ypoBHH npenapara

Cpeanee npouentnoe uzmenenne AUC,

Pexomenaauusi OTHOCHTE/ILHO
0HOBPEMEHHOr0 MPHMCHEHHSI C IPENapaTom

HANpaBJICHUSIM Cmax, Cmin ¢ 90% X0BePHTELHBIM Tpysaga” (200 mr sMTpuuuTaduna, 245 mr
HHTEPBAJIOM, eC/IH HMeeTCsT (MeXanu3m) TeHO(OBHPA AUIONPOKCHAA)
Codocbysup/Bennaracsup CodocOysup: I1pu COBMECTHOM NPUMEHEHNH TEHO(DOBHPA
(400 mr/100 Mr q.d.) + AUC: | 28% (| 34 to | 20) ZM30MpOKCHIa (pymapara,
JlapyHaBup/PuToHaBup Cmax: | 38% (| 46 to | 29) copocOysupa/sennaracsupa u
(800 mr q.d./100 mr q.d.) + JapyHaBHpa/pUTOHABUPA MOBBILLEHHAA

Omrpuuntabus/Tenohosrpa AU30NPoKCUIa

(ymapar
(200 mr/300 mr q.d.)

GS-3310072:
AUC: &
Cmax: «
Cmin: «

Bennatacsup:

AUC: «

Cmax: | 24% (L 35t0 [ 11)
Cmin: «

JlypanaBup:
AUC: «

Cmax: «
Cmin: «

PuroHasup:
AUC: &
Cmax; <
Cmin: &

OMTPHUHUTAOHMH:
AUC: <
Cmax: <
Cmin: <

Tenodosup:

AUC: 139% (1 33 to 1 44)
Cmax: 1 55% (1 45 to 1 66)
Cmin: 1 52% (1 45to 1 59)

IKCMO3ULMS TEHODOBHPA MOXKET YCHIIUTD
HeXenaresbHble PeakLUM1y, CBA3aHHbIE

¢ TeHo(OBHpa AM30MPOKCHA (hymMapaTom,
BKJIIOYAs HapyLUeHHs PYHKLHM MOYUEK.
Be3onacHoCTh TeHO(OBMPA JU30MPOKCHIA
(pymapara npy HCNONb30BaAHUH

¢ neaunacsupoM/cohocOyBUPOM H YCHIIHTENEM
(hapMaKOKHHETHKH (Hanpumep, pUTOHABHPOM
WK KOGMLMCTATOM) HE YCTaHOBJIEH.

CrienyeT OCTOPOKHO HCMOJIb30BATh 3Ty
KOMOMHALMIO, YaCTO KOHTPOJMPYA (YHKUHIO
MOYEK, EC/IM APYTHE aNBTEPHATHBbI OTCYTCTBYIOT
(cm. paszen «Ocobble yKasaHus»).
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JlekapcrBenublii npenapar
10 TePANeBTHYCCKUM
HANPABJICHHAM

Baustnue na ypoBnu npenapara-
Cpennee npouenthoe n3menenne AUC,
Cmax, Cmin ¢ 90% noseputeabubivM
HHTCPBAJIOM, €C/TH HMeeTCs! (MeXaHHu3M)

Pexomenaaumsi OTHOCHTEIBLHO
0IHOBPEMEHHOT0 MPHMEHEHHSI C IPeNnapaTomM
Tpysaza™ (200 mr sMTpuumTaduna, 245 Mr
TeHO(OBHPA AUZONPOKCHIA)

CodocOysup/Bennaracsup

(400 mr/100 mr q.d.) +
JlonuHasup/PutoHasup

(800 mr/200 mr q.d.) +
OwmtpuuuTabus/TeHo(poBIpa AN30NPOKCHIA
(dymapar

(200 mr/300 mr q.d.)

Codocbysup:
AUC: | 29% (] 36 to | 22)
Cmax: | 41% (] 51 to | 29)

GS-3310072:
AUC: &
Cmax: «
Cmin: «

Bennaracsup:

AUC: «

Cmax: | 30% (L 41to | 17)
Cmin: 1 63% (1 43 to 1 85)

Jlonuxasup:
AUC: &
Cmax: «
Cmin: &

PuroHasup:
AUC: &
Cmax: «
Cmin: <

OMTpHUMTaOHH:
AUC: &
Cmax: «
Cmin: «

Tenodosup:

AUC: «

Cmax: 142% (127 to 1 57)
Cmin: &

[pu coBMeCTHOM NpUMEHEHNH TEHODOBHPA
nM30npokcuna hymapara,
co(pocOyBupa/BennaracBupa u
JIONMHABHPA/PUTOHABMPA NOBBILLEHHAS
9KCMO3HLHA TEHO(DOBMPA MOXKET YCHIHTD
HEXKENATE/bHbIE PEAKLHH, CBA3AHHbIE

¢ TeHodOBHPa AU30NPOKCHIA (hyMapaTOM,
BKJIIOUas HapyLIeHHs QYHKLMUM MOUeK.
BesonacHocTb TeHO(DOBMPA AN30NPOKCHIA
(pymapata npH HCnoNb30BaHHK

¢ neaunacsupom/codhocOyBUpPOM M yCHIHTENEM
(hapMaKOKHHETHKH (HanpuMep, pUTOHAaBHPOM
MM KOOMUMCTATOM) HE YCTAHOB/ECHA.

Cnenyer oCTOpOIKHO HCIOJIB30BATh 3Ty
KOMOMHALKIO, YaCTO KOHTPONMPYA (hYHKUMIO
MOYEK, ECH APYrHe abTEPHATUBBI OTCYTCTBYIOT
(cMm. pasnen «Ocobble yKaszanusy).

Codocbysup/Bennaracsup
(400 Mr/100 Mr q.d.) +
Panrerpasup

(400 mMrb.i.d) +

Omrpuuntabun/TeHoposnpa An3onpokcuia
(ymapar
(200 mr/300 mr q.d.)

CodocOysup:
AUC: &
Cmax: «

GS-3310072:
AUC: «
Cmax: <
Cmin: «

Bennartacsup:
AUC: &
Cmax: <
Cmin: «

Panrerpasup:

AUC: &

Cmax: «

Cmin: | 21% (] S8to 1 48)

OMTpHLMTAOHH:
AUC: &
Cmax: «
Cmin: «

Tenodosup:

AUC: 140% (1 34 to T 45)
Cmax: 1 46% (1 39to T 54)
Cmin: 1 70% (1 61 to 1 79)

Hukako# KOpPEeKTHPOBKH N03bI He
PEKOMEHNI0BaHO. [T0BbILIEHHAS IKCNIO3HLMS
TEHO(POBHPA MOXKET YCHIINTb HEKENATENbHbIE
peakumu, CBA3aHHbIE C TEHO(OBHPA
ZM30MpoKCHaa ymapaTom, BKIoUas
HapyleHus QyHKUuum noyuek. OyHKUMIO NoveKk
CNIENYET TIUATENLHO KOHTPOJANPOBATH (CM.
pasnen «Ocobble yKazaHus»).
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JlekapcTBennblii npenapar
110 TEPaNeBTHYECKHM
HATPABJICHHSIM

Bausinue Ha ypOBHH npenapara
Cpeanee npouentnoe uzmenenne AUC,
Cmax, Cmin ¢ 90% n0BepHTEIbHbIM
HHTCPBAJIOM, €C/IH HMeeTCst (MeXaHH3M)

PexomMeHaaUHsT OTHOCHTE/ILHO
0/IHOBPEMEHHOI0 MPUMEHEHHSI C PenapaTom
Tpysaga™ (200 mr smTpHuuTabnna, 245 mr
TeHO(OBHPA ANU30NPOKCHIA)

Codocbysup/Bennaracsup Codocbysup: Oxkupaercs, UTO COBMECTHOE MPUMEHEHHE
(400 mr/100 mr q.d.) + AUC: & co(ocOyBupa/Bennaracaupa 1 3paBupeH3a
Ddasupens/Imrpuuntabun/Tenoposupa  |Cmax: 1 38% (1 14 to 1 67) NIPUBELET K CHIDKEHHIO NIA3MEHHOT
AwsonpoKcia dyMapaT e o i o
) MMEHEHH ocOyBHpa/BeNNaTacsy

(600 mr/200 mr/300 mr q.d.) GS-3310072: PEKHMAMH, COLEPRALIMMI FDABUPEH3, He

AUC: & peKOMEeHIyeTCs.

Cmax: <

Cmin: «

Bennaracsup:

AUC: | 53% (| 61 to | 43)
Cmax: | 47% (} 57 to | 36)
Cmin: | 57% (| 64 to | 48)

DdasupeHs:
AUC: «
Cmax: «
Cmin; «

OMTPULUTAOMH:
AUC: &
Cmax: «
Cmin: &«

Tenodosup:

AUC: 1 81% (1 68 to T 94)
Cmax: T 77% (1 53 to 1 104)
Cmin: 7 121% (1 100 to 1 143)

CodocOysup/Bennaracsup

(400 mr/100 Mr q.d.) +
Dmrpuumntabur/Punnusupun/Tenoposupa
Ju3onpokcuna hymapar

(200 mr/25 mr/300 mr q.d.)

Codocbysup:
AUC: &
Cmax: «

GS-3310072:
AUC: &
Cmax: «
Cmin;

Bennaracsup:
AUC: &
Cmax: «
Cmin: «

OMTpHUHTAONH:
AUC: &
Cmax: <
Cmin: <

PunnuBnpuH:
AUC: &
Cmax: «
Cmin; «

TeHodoBup:

AUC: 140% (1 34 to T 46)
Cmax: 1 44% (1 33 to t 55)
Cmin: 1 84% (1 76 to 1 92)

Hukako# KOppEKTHPOBKH N03bl HE
pexkomeH0BaHo. [TOBbILIEHHAs IKCIIO3ULHMS
TEHO(POBHPA MOXKET YCHIINTD HEKENATEbHbIE
peakuuH, CBS3aHHbIE ¢ TeHO(oBHpa
au3onpokcuna hymaparom, BKIOUas
Hapylerus (yHKUnK nouek. PyHKUHIO NoUeK
CIEyeT TLLATENbHO KOHTPOIMPOBaTh (CM.
pazznen «Ocobble YKa3aHua»).
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JlekapcTBeHHblii npenapar
110 TCPANCBTHYCCKHM

Bausitaue HAa YPOBHH Npenapara

Cpennee npouenthoe m3menenue AUC,

Pexomenaaumst OTHOCHTEILHO
OHOBPEMCHHOIO0 NPHMEHEHHsI C MPEeNnapaToM

HANpaBJICHUSAM Cmax, Cmin ¢ 90% Z0BEPHTETLHBIM Tpysaaa™ (200 mr smMTpuuuTaduna, 245 mr
HHTEPBAJIOM, €CJIH HMeeTest (MeXaHn3M) TeHO(OBHPA ANIONPOKCHIA)
Copocbysup (400 mrq.d.) + Copocbysup: HuKakoi KOPPEKTHPOBKH 103bl HE TPEOYETCH.
Ddasupens/dvrpuuntabun/ Tenoposupa |AUC: &
nu3onpokcuna Gymapar Cuax: V19 % (o1 440 no T10)

(600 mMr/200 mr/300 Mr q.d.)

GS-331007%
AUC: &
Crax: 423 % (o1 430 no T16)

Ddasupens:
AUC: &
Crax: <>
Cain: <>

OMTpULMTaONH:
AUC: &

Chax: ©

Chin: ©

Tenodosup:

AUC: &

Chax: 725 % (ot 18 no 1T45)
Cunin: <>

Pubasupun/Tenodosupa ansonpokcuna
(ymapar

Pubasupun:

AUC: 726 % (ot 720 no 132)
Couax: ¥5 % (ot 411 1o T1)
Cuin: HB

Tpebyercs.

Hukakoi KOppeKTHPOBKM 103bl pHOaBUPHHE HE

IIpoTHBOBHPYCHBIC MPENAPATHI MPOTHB BHPYCA repneca

DaMUUKNOBHP/DMTPHLMTAONH

DaMUKKIOBUP:

AUC: 49 % (ot 416 o 41)
Cuax: 47 % (0T 422 10 T11)
Cmm: HB

OMTpULMTAOKH:

AUC: {7 % (ot 413 no 41)
Cunax: ¥11 % (o1 420 10 T1)
Chrin: HB

Hukaxoit KOPPEKTHPOBKH 11035 (PaMUMKIOBHPA
He Tpedyercs.

npOTHBOMHKOﬁaKTepIIRJ":HbIe npenaparst

Pudamnuuns/TerodoBupa aM30npokcuia
(pymapar

Tenodosup:

AUC: 412 % (ot 416 10 18)
Cuax: $16 % (ot 422 10 110)
Chin: Y15 % (o1 412 10 19)

Hukakoi KOppeKTHPOBKYU N03bl HE TpeOyeTcs.

OPAJIBHBIE KOHTPALIEITTHBbI

Hoprecrumar/Stununscrpaanon/
Tenodosupa auzonpokcuna Gpymapar

Hoprectumar:

AUC: 14 % (ot 132 no 1T34)
Cuax: ¥5 % (o1 127 10 124)
Chin: HB

DTHHUIICTPARHON:

AUC: 4 % (ot {9 10 T0)
Cunax: ¥6 % (o1 V13 no T0)
Cain: ¥2 % (0T 19 no T6)

Hukakoi KOppEKTUPOBKH 1035l
HOPreCTUMAaTa/>THHUIIICTPanHONa He TpeOyeTcs.

HMMYHOJEINIPECCAHTbI

28



JlexapcrBennblii npenapar BausiHue Ha ypoBiu npenapara Pexomenaaumst 0THOCHTEIbHO
110 TePaneBTHYCCKHM 0AHOBPEMEHHOr0 NPHMEHEHMHSI C NPEnapaTom
HANPABJICHHSIM Tpysaga™ (200 mr oMTpuunTaduHa, 245 Mr
TeHO(POBHPA AM3ONPOKCHIA)

Cpennee npouenthoe usmenenne AUC,
Cmax, Cmin ¢ 90% noBepHTeIbLHBIM
HHTEPBAJIOM, €CJIH HMECTCst (MeXaHH3M)

Takponumyc/Texodosupa anzonpokcuna | Takpoaumyc: Hukakoit KOppeKTHPOBKYM 103bl TAKPOIUMYCA HE
(ymapat/OMTpuuKTabHH AUC: 14 % (43 no T11) ebyeTcs.

Cuax: 13 % (43 10 19) R

Cuin: HB

OMTpHUHTAOHH:

AUC: 4 5% ({9 no 1)
Coax: Y11 % (417 1o L5)
Cuin: HB

Tenodosup:
AUC: 16 % (V1 no T13)
Cuax: T13 % (T1 no 1T27)

Chin: HB
HAPKOTHYECKHE AHAJIBT'ETHKH
Meranon/TeHodoBupa aAu3onpokcuaa Meranon: Hukakoi KOPpPEeKTHPOBKH N03bl METANOHA HE
(ymapar AUC: 15 % (ot 42 no T13) eGyercs.

Cuax: T5 % (o1 L3 no T14) ey

Cmm: HB

HB = He BbIYMCIAIOCE.

! JlanHble, MOMyueHHbIC NP OMHOBPEMEHHOM TpHeMe jeaunacsupa/coocOysupa. OTCPOUEHHOE BO BPEMEHM HA3HAUYECHHE
(c uHTepBanoM B 12 4acoB) N0 CXOIHbIE PE3yIbTaThl.
2 IpeoGnanaiommii MeTaGoUT COPOCTYBHpPA B CHCTEMHOM KPOBOOGPAILEHHH.

OCOBBIE YKA3AHUA

[Tepenaua BUY

HecmoTpss Ha TO, YTO J[0KaszaHO, 4TO 3((eKTHBHOE MONaBJIEHHE BHpYca C MOMOLIBIO
AHTUPETPOBUPYCHOM TEPANUK CYLIECTBEHHO CHIKAET PUCK Nepefady MHOEKUMH TpU MOJIOBOM
KOHTaKTe, HEIb3s MCKIIOYaTh OCTATOYHOro pucka WH(uuMpoBaHus. [IoaToMy HEOOXOAMMO

TIPUMEHATH COOTBETCTBYIOLINE MEpbl 6€30MacHOCTH, YTOOBI M30€XKaTh nepejaiu Bupyca.

[TauMeHThbl ¢ MyTalUsIMU pesuctenTHocT BHUY-1

[Ipenapar prBaz[a® He JOMKEH HasHayaTbcs nauueHtam ¢ BUY-1-uHbexumei, MMeEOLINM

myTauuto B kogoHe K65R.

O6was ctpaterus npodunaktukd BUY-nndexumu

[Ipenapar prBazla® He Bcerga sdextuseH s npodunakTuky 3apaxenus BWY-1.
JIIMTENBHOCTD NEpHOa OO0 Hayalla 3alllUTHOro AEHCTBHUS MOCjE MpreMa npenapara Tpysana®

HECU3BECTHA.

Mpenapar Tpysama® cmemyer wucrnonbsoBath ama JKII kak €acte oOweil cTpaTeruu
pernap pY 4

npopunaktuky BUU-1 uHbexkuuy, BKIOUAOLIEH NPUMEHEHHE APYTMX Mep MpodHIaKTHKK
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(Hanpnmep, IIOCTOAHHOE W IPABUJIBHOE HCIIOJIb30BAHHUE IIPE3CPBATUBOB, OCBEAOMJIEHHOCTbH

o BUY-cratyce, perynsipHOe TECTUpOBaHHE Ha Apyrue HUHGEKUHH, NMEepefaBacMble MOJIOBBIM

IyTEM).

Puck paszeumus peucmenmHocmu npu Hanuyuu ckpeimoti BUY-1-ungexyuu

Tpenapar Tpyeaga® cremyer NPUMEHSTD ML 71 CHWOKEHMs pucka 3apaxkeHus BUY-1 y nun
C MOATBEP)KACHHBIM OTpHULATENbHBIM AuarHo3oM Ha BUY (cm. pasznpen «IIpoTHBOMNOKazaHUs»).
[Tpu npueme npenapara prBazLa® ¢ ueneto JIKIT HeoOxoaumo peryaspHoe (MUHUMYM KaKIble
3 Mmecsua) noareepykaeHde BHY-1-oTpuuarensHOro cratyca ¢ MOMOIIBIO KOMOMHHPOBAHHOTO

TECTa KaHTUI'€H/AaHTUTETION.

MowuoTepanus npenapatom TpyBana®™ He sSBISETCA MOTHOLEHHBIM NeuernemM BUU-1, u myTaumu
PE3UCTEHTHOCTH BHpYCa BO3HMKAIM Y MalMeHTOB co ckpuito BHUY-1  undexumeii,

NPpUHUMAaBIIMX TOJIBKO MIpernapaTt pr13a;1a®.

[Mpy HanM4YMKM KIMHUYECKUX CHMITOMOB OCTPOW BUpPYCHOM MHOEKUMHM M TMONO3PEHHH Ha
HenaBHue (< 1 mecsua) skcnosuuuu BUY-1 npumeneHue npenapara prBa):La® HEeo0X0auMOo
OTJIOXKUTb MUHMMYM Ha OOMH Mecsau W noareepauTb BUUY-1 crartyc mepen HavyajioM npuema

npenapata Tpysana® ¢ uessio JKII.

Baoicnocmy cobniodenus npednucantozo pedcuma mepanuu

VamepeHue ypOoBHs COIEpIKaHMs Mpenapara B KpOBHM MoKa3ajo, uTo 3GpdeKTHBHOCTL Mpenapara
prBana® B CHWJKEHMH pucKa 3apaxeHus BUU-1 ctporo koppenupyer ¢ COOMONEHHEM
yKazaHHOW cxembl (cM. pasgen «®PapmakoanHamukay). BHU-HeMHQUUMPOBAHHBIM JIIOASAM

ClIeIyeT CTPOro MPUACPKUBATHCA PEKOMEHIOBaHHOM CXEMBI IpUeMa rpenapara Tpysana®.

[TauueHTsl. MHOUUMPOBAHHBIE BUpycoM renatuta B mnu C

BUU-1 uHOUUMPOBaHHbIE MNALMEHTHl C XPOHWYECKMM BHUpPYCHbIM rematutoM B wumu C,
noJiyyarolie KOMOWHMPOBAHHYIO aHTHPETPOBUPYCHYIO TEpamnuio, OTHOCATCA K TIpyIme
BBICOKOI'O PHCKA TSKENBIX U MOTEHLUAIbHO CMEPTEbHbBIX OCTIOKHEHUH CO CTOPOHBI MIEYEHH.

Bpauam HeoOXOIMMO CNeaoBaTh peKoMeHnauusm no jeveHuto BUY-undexuun npu BeiGope

JIeYEHUs MauueHToB, nHbuuuposanHsix BUY u BI'B unu BI'C.

bBeszonacHocTh 1 3¢ (eKTUBHOCTb Mpenapara praaaa® npu JKIT y nmauueHToB ¢ MHEKUUEH

BI'B unu BI'C He ycTaHOBNIEHA.
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[Ipy comyTcTByIOLIEH NpPOTMBOBUPYCHOM Tepanuu rematuta B umm C  obpaturech K
COOTBETCTBYIOLUIMM WHCTPYKUMAM 10 MEAUIMHCKOMY NMpUMEHEHHI0. CM. TakkKe B MoJpaszelne
«CoemecmHoe npumeHeHue ¢ 1eOUNAcUPoOM U CcoQPocOyupom unu cogocoysupom  u

gennamaceupom) HUXE.

Tenodorup (musompokcuna ¢ymapar) mnokasaH mus JeueHus BI'B, a smrpuumurabuH
MPOJEMOHCTPUPOBA  MPOTMBOBMPYCHYKD  aKTMBHOCT, B OTHoweHun BIB B
(bapmMaKoIMHAMHUYECKUX HCCIIENOBAHHUAX, OQHAKO 3((dEeKTUBHOCTL ¥ O€30MacHOCTh Mpernapara

TpyBaga®™ KOHKPETHO y NALKHEHTOB ¢ XPOHHYECKUM IenaTuToM B He usyyany.

Ormena npenapata Tpysaga® y MaumeHTOB, MHGMUMPOBAHHBIX BUPYCOM TrenatuTa B, Moxer
BBI3BaTh TSDKENOe OOOCTpeHME remaTuTa. 3a MNaLUMEHTaMM, MHOMUMPOBAHHBIMH BHPYCOM
renatura B, OOMKHO BECTHCh TIIATENbHOE HAOMIOJEHME, KaK KIMHUYECKOE, TaK WU
nabopaTopHOe, IO MEHbILUEH Mepe, B TEUEHHWE HECKOJIBKMX MECALEB IOCNE MPEKPalleHHs
Tepanuu mperiapatom Tpysana®. B psze clyuaeB MOXeT NOTPeGOBATBCS BO3OGHOBIEHHE
Tepanuy renatuta B. V MauueHToB ¢ THXKENbIMH 3a00N€BaHMAMM TNEYEHM WJIM LMPPO30OM HE
PEKOMEHIYETCS OTMEHSATh JIeYeHHE, IIOCKOJbKY BO3HHMKAIOIIEE I10CJIE OTMEHBI JICUCHHUS

060CTpEeHHE TrenaTuTa MOXKET NPUBECTH K JEKOMIEHCAUUH QyHKLUUH IEUEHH.

3aboeBaHUS IEYEHU

besonacHocTh U 3G GEKTUBHOCTL Mpenapara Tpysaga® y malMeHTOB, y KOTOPBIX CEpbE3HbIE
HapyleHus (QYHKIMM T€YEHH SIBISIOTCS OCHOBHBIM  3a00JI€BaHMEM, HE H3YHalIUCh.
HWccnenoBanus GpapMakOKMHETUKH TEHO(OBUPA y MAaLMEHTOB C MEYEHOYHON HEI0CTaTOYHOCThIO
MoKasany, YTO KOppeKUMHM J03bl He Tpebyercs. Mccnenosanns —(GapMakOKHHETHKH
SMTpULMTA0MHA Yy TALMEHTOB C MEYEHOYHOM HEJOCTATOYHOCTBIO HE TMPOBOAMIIMCH.
OMTpULIMTAOMH HE MOJBEPraeTcsi CyLeCTBEHHOMY MeTabonu3My GepMeHTaMu MeYeHU U UMEeeT
TMOYEYHBbI MyTh BBIBEJECHMS, MOITOMY YUYWTBIBAs MHHMMAJbHbIA TEYEHOYHBbIH METaboIM3M U
MOYEYHbIH TMYTh BBIBEACHUS OSMTPULUMTAOMHA, MOJKHO IPEIINOJNIOKUTh, YTO MaLUEHTaM C
NMEYEHOYHOH HEIOCTaTOYHOCTHIO He TpebyeTcs KoppeKuumn 103bl (cM. paspen «Crocob
MPUMEHEHHUS U J03bIY).

V BUU-1 uHGUUMPOBAHHBIX MALMEHTOB C paHee AMArHOCTUPOBAHHBIM 3a00JI€BaHUEM MEYCHH,
BKJIIOYAs XPOHMYECKMI AaKTHMBHBIM TenaTWT, NpU KOMOMHMPOBAHHOW aHTHUPETPOBHUPYCHON
Tepanuu MOTYT HabmojaThes Ooniee 4acTble HapyuleHUs (QYHKUHH TeveHH. DTH MalHeHTh

JOJIDKHBI HaxoIMThCs TI1104 TIAaTCJIbHbIM HaOIIOJEHUEM B COOTBETCTBHUM CO CTaHﬂapTHOﬁ
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rxpalcmxoﬁ. an NpU3HaKax YCHUJICHHUS 3a00/ieBaHUs TI€UYEHM JIs1 TaKMX ITAUMEHTOB CJELYET

paccMOTPETh BONPOC O BO3MOKHOCTH NPEPbIBAHUSA WK NIpEKpallCHus JI€YCHMA.

HexenarensHble 3hGEKThI CO CTOPOHBI OYEK U KOCTHOM TKAaHHU V B3POCJIbIX

Co cmoponwbl noyex

OMTpULUTAGHH U TEHODOBHD BBIBOASATCS, TNIaBHBIM 00Pa3oM, Yepe3 MOYKH IyTeM KITyOOUKOBOM
QUIBbTPALMK M aKTMBHOM KaHalbueBoil cexpelu. [Ipu MCIONB30OBaHWA B KIHHUYECKOH
npaKTHKe TeHo(oBUMpa AM30MNpPOKCHIa (ymapaTa cOOOIIANIOCH O MOYEHHOH HEA0CTATOHHOCTH,
HapylweHuH (GYHKUMM TIOYeK, NMOBBIUEHMHM KOHLEHTPAUWH KpeaTHHWHa, runopocparemuyt u

NpOKCHMaTbHOM TyOynonatuu (Bkimouas CcUHApoM (DaHKOHH) (cm. pasgen «Ilo6ouHoe

IOEUCTBUEY).

Konmponwv ¢pynrxyuu novex

PexkoMeHIyeTcs OLEHMBATh KIMPEHC KPeaTMHWHA y BCEX MALMEHTOB 0 Havasa JICHCHNA BUY-1

uHbexuuu 1 10 Havana JKII npenaparom prBana®.

V nuu Ge3 GakTopoB pUCKa pa3BUTUs HapylleHHs QYHKUMH MOYEK PEKOMEHIYETCs OLEHHBATH
GyHKUMIO TO4YeK (KIMPEHC KpeaTHHWHA W KOHUEHTPALHIo doctharoB B muasMe) mocne

2-4 Hejelb IEYSHNUS, Yepe3 3 Mecsua JeUeH s 1 BIOCTENCTBIM KaXK/Ible 3-6 MeCALCB.

V MalU{eHTOB ¢ PUCKOM PasBUTHs HapylleHHs QyHKUMHM MOYEK CeIyeT Yalle KOHTPOIMpOBaTh
(GYHKLHMIO MTOYEK.
Cm. Takke Brogpasaene «Coemecmnoe HasHayenue ¢ Opy2umMu  JIeKAPCMGEHHbIMU

npenapamamuy HUXe.

Oyenxa @ynxyuu novex y BUY-1 ungpuyuposantvlx nayuenmos

Ecnu y Kakoro-1u0o nauueHTa, nojy4arolero npenapar prBana®, KOHIIeHTpauus dpocdaros B
CBIBOPOTKE KpoBH coctasiseT < 1,5 mr/an (0,48 mmonb/n), 1 KK cuuxeH 1o < 50 Mi/MuH,
GyHKUMS TOYEeK MNOKHA OLEHMBAThCS MOBTOPHO B TEYCHHME OJHOM Henenu, BKJIKOYas
omnpejieNleHye KOHUEHTPALMA TIIIOKO3bl M Kalus B KPOBH, & TAK)KE KOHUEHTPALMIO [VIFOKO3BI B
moue. CreayeT paccMOTPETh BOMPOC O HEOOXOAWMOCTH MPEPbIBAHMS JICHCHMSA MPENapaToM
prBana® y MAlMeHTOB C MOATBep)KAeHHbIM CHikeHnem KK < 50 MJI/MUH WM CHWKEHHUEM
KoHuUeHTpaumu ¢ochatos B chiBopotke < 1,0 mr/mn (0,32 Mmoiis/n). Kpome Toro, ciemyer

paccMOTPETh ~ BONPOC O  NpPEpbIBAHMK  JICEHUA  MpenapaToM Tpyeama® B ciydae
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NPOrpECCUPYIOLIETO  YXYAUICHHUS ('byHKI.lHH MMOYEeK, €CJM HHUKAKUX [OpYyrux TIpUYUH HE

00OHapyKEHO.

BezonacHocTs npemnapara prsaaa® B OTHOLIEHWM (QYHKLMM MOYEK MCCIEN0BaHa JIMIb B OYCHb
orpaduyeHHoM creneny y BUY-1 nHHUMPOBaHHBIX MALMEHTOB C HAPYLIEHUEM (QYHKLNK MOYEK
(KK < 80 mu/mun). Ons BUY-1 vHOMUMPOBAaHHBIX MALMEHTOB C KIMPEHCOM KpeaTHMHHHA
30-49 MI/MHH pEKOMEHIYETCs KOPPEKUMs MHTepBala Mexmy no3zamu (cm. pasgen «Crocod
MPUMEHEHUS U J03b1»). OrpaHUYEHHbIE JaHHbIE KIMHUYECKHUX UCCIIEOBAHUN CBUCTEIbCTBYIOT
0 TOM, 4TO OOJIBILION MHTEPBA MEXIY 103aMHU HE SBJIAETCS ONTUMAIbHBIM U MOXKET NPUBECTH K
MOBBIIIEHUIO TOKCHYHOCTH ¥ BEPOATHOCTH HEaJeKBATHOrO OTBeTa. bonee TOro, B HEGOIBLIOM
KJIMHMYECKOM HMCCeoBaHuM y noarpynnsl nauueHtoB ¢ KK 50-60 ma/muH, moiy4aBLIAX
TeHO(DOBHpA IM3ONPOKCHIA (ymaparT B KOMOMHALMM C OMTPULMTAOMHOM Kaxnibie 24 yaca,
oTMeuanach B 2-4 pasa 60see BHICOKas IKCMO3ULIKMS TeHOQOBUpA ¥ yXYAuEeHHe QYHKLMH MOYeK.
CnenoBaTenbHO, INpH NpUEME IIpenapara prBana® naguertamu ¢ KK < 60 wmia/muH
HeoOXOaMMa TIIATENbHAas OLIEHKa COOTHOLUIGHHS TMONb3bl M PHUCKA, @ TaKXKE TLIATEIbHbIN
KOHTpOJb (hyHKUMM nouvek. Kpome Toro, y mauMeHTOB, MPUHUMAIOLIMX MpernapaT prBazxa® c
MPOJOJDKUTEIBHBIM MHTEPBAIIOM MEXAY 103aMM, CIEeIyeT MOCTOSHHO KOHTPOJMPOBAaTh
KJIMHWYEeCKHH OTBeT Ha JjeuyeHue. [IpumeHenue rmpenapara prBazxa® MPOTHBOMNOKA3aHO
NMau¥eHTaM ¢ HapyleHHeM byHKuuu nouek Tsokenoi crenmenu (KK < 30 mi/muH) ¥ TeM, KTO
HY)KIAeTCs B IeMOJMalN3e, MOCKOIbKY COOTBETCTBYIOIIEE CHMKEHME 103bl HEBO3MOXKHO MpH

npueMe (GUKCHPOBAHHOW JEKAPCTBEHHOM KoMOMHauuM (cM. paszen «Crnocol NMpUMEHeHHs u

JIO3BI»).

Oyenxa ¢ynxyuu novex npu JJKII

HccnenoBanusi TNpUMEHEHMs —Tperapara prBana® y  BHY-HeMHQUUMPOBAHHBIX  JIHL
¢ KK <60 Ma/MMH He TNpOBOAMIMCH, NMO3TOMY IMpPHEM Npernapara B JaHHOW MNOMYJIALUMH HE
pexomeHzoBaH. Ecu yposens docdarta B nnasme cocrapnger < 1,5 mr/an (0,48 Mmons/n) uinn
KK y moboro nauueHTa, NpUHMMAIOLLETro npenapar prBana® B kauectBe KII, cHmXeH 10
<60 MI/MMH, clefyeT B TeYeHHWe HeIeNd MOBTOPHO OLEHMTh (QYHKLUHMIO MOYEK, BKIIOUas
M3MEpEHHs YPOBHS [VIIOKO3bl M Kajlus B KPOBM M KOHLEHTPALMK TIIIOKO3BI B MOUE (CM. paszien
«IlobouHOe neiicTBME», NpoKcuMmanbHas TyOynonatus). Cnemyer oOCyauTb BOMPOC O
npepblBaHUM NpUeMa TMpenapara Tpyeaga® y NMaUMeHTOB CO CHWXKEHHBIM 10 < 60 Mi/MuH
KJIMPEHCOM KpeaTMHUMHA MM MoBbiweHHoM A0 < 1,0 mr/an (0,32 MMOIIb/1T) YpOBHEM docdara B

®
cbiBOpoTKe. KpoMe TOro, cieiyeT paccMOTpeTh MpepbiBanue npuema mnpenapara Tpyeazna
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B CJIyyae MpOrpeccUpyIOIero yxXyIieHus GyHKUMH TOYeK, eCM HUKAKUX APYTMX NPUYMH HE

0OHapyKEHO.

Boszoeticmeue Ha KOCMHYIO MKAHb

[TaToNOrMYecKue HW3MEHEHHs KOCTHOM TKaHW (M3pelka BeNyIUMe K IIepeaoMaM) MOTryT
00YCJIOBIMBATBLCS TOPAKEHHEM MPOKCHMAbHBIX KaHanbpleB mouyek (cM. pasaen «lloGounoe
neiicteue»). [Ipu NOO3pEeHUM WIIM BBISBICHMM MATOJOIMYECKMX M3MEHEHMM KOCTHOW TKaHW

CIEayeT OGp&THTbCﬂ 3a KOHCyHbTaI.IHel?'I K COOTBETCTBYIOLIEMY CIIELHATIUCTY.

Jevenue BHY-1 ungpexyuu

B kouTponupyeMom 144-HeqenbHOM KJIMHUYECKOM MCCIIEIOBAHUM 1O CPABHEHMIO TEHO(DOBUpA
IM30MpOKCcHIa ymapara CO CTaByAWHOM B KOMOMHALMY C TAMUBYIMHOM H 3()aBUPEH30M CpeliH
BUY-nHGHULUHPOBAHHBIX B3pPOCIBIX MALUMEHTOB, HE MNOJYy4YaBLUMX PaHEE aHTUPETPOBUPYCHOIO
nedeHus, B obeux rpymnnax Habmozanuch Hebonbine cHkeHus MIIK B obnacty GenpeHHOM
KocTd u mno3BoHoyHMKA. CHmwkenue MIIK 1no3BOHOYHMKAZ YW HM3MEHCHMS OT MCXOIHBIX
nokasatesneil OMOMapKepoB MeTaboiM3Ma KOCTHOM TKaHM ObUIM  JOCTOBEpHO Goree
BBIPAKEHHBIMHU B Ipynne TeHoposupa Ha 144 Henene. CHmxenne MIIK GenpeHHOM KOCTH GbLi0
JOCTOBEPHO GoJlee BbIPAKEHHBIM B 3TOM rpynne 10 96 Hemenb. OnHako uepes 144 Henenu
TMOBBINIEHUS PUCKA MEPETIOMOB WM NPU3HAKOB KIMHUYECKM 3HAUMMBIX MATOJIOTHM KOCTHOH
TKaHU He HabI0aloch.

B 1pyrux wuccrnenoBaHusX (MPOCTIEKTHBHBIX M MEXIPYNNOBBIX) Hauboliee BBIPAKCHHbIE
cHkenns MIIK Habnrogany y nauveHToB, MPMHUMABLINX TeHO(QOBHPa AU30MPOKCHIa Gymapar
B COCTaBE CXEMbI, COJEpKalleld YyCHIEHHbIH WHruourop nporeas. s MNaUUEHTOB C

OCTEOITIOPO30OM, MMEIOLIMX BBICOKHUM PUCK MEPEIOMOB, CJIEAYET pacCMOTPETH aJIbTECPHATUBHBIC

CXEMBI JICUCHHA.

Hoxonmaxmmas npogunaxmuxa

B KIMHUUYECKMX MccnenoBaHusx BUYU-HeMHGULUMPOBAHHBIX ML HaOIIOJai HE3HaYUTEbHBIC
cumwkenns MIIK. B uccnenoBanuu ¢ yuactuem 498 myxuus cpeanue msmenenus MIIK, mo
CPaBHEHHMIO C MCXOIHBIM YpOBHeM, uepe3 24 Hezenu konebanuch oT —0,4 % no —1,0 % nns
Ta300€IpEeHHOro CyCcTaBa, MO3BOHOYHMKA, LUEHKM Oelpa M BepTeia y MYKUYHH, €KESIHEBHO

NOJIy4aBLUMX Iperapar prBana® B KauecTBe npodunakTuku (n=247) unm miauebo (n=251).
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Peaxuuu co cTOpOHBI MOYEK ¥ KOCTEN Y AIETCKOM MOMYISLMN

HocToBepHBlE  CBENEHMA, CBS3aHHBIE C  JONTOCPOYHBIM  BO3JEHCTBMEM TeHO(hOBHpA
AU30NPOKCHIIA (hyMapaTa Ha MOYKH M KOCTHYIO CHCTEMY BO BpeMs JiedeHus uapexuun BUY-1 B
TNEANaTPUUECKOH MOMYISUMH, OTCYTCTBYIOT. JIaHHbIE O JOITOCPOYHOM BO3IEHCTBHUM Ipenapara
Tpyeana® Ha mouku u KOCTHYIO CHCTEMY TIIpM MCIOJIb30BAHUM JJIs HNOKOHTAKTHOM
NPOGUIAKTHKY y HEMH(DHUMPOBAHHBIX MOAPOCTKOB OTCYTCTBYIOT. KpoMe TOro, o6paTHMOCTb
HE(POTOKCHYHOCTH TOC/e MPEeKpalleHns npuemMa TeHopOBMpa Ae30mpoKcHia dymapara ans
neuenns BUU-1 nim mocne npekpaumenus npuema npenapata Tpyeama® st JOKOHTAKTHOM

npocbnnaxmxu HE MOJKET OBITh MOJHOCTHIO YCTaHOBJICHA.

PexoMeHn/1yeTcss MCIosb30BaTh MEXIAMCLMIUIMHAPHBINA TTOAXOM IS ONpPEeaeIeHUs COOTHOILEHHUS
T10J153a/PUCK NIPH NIPUMEHEHHHU Mpernapara prBana® s nevenus BUU-1 undexkumu wnu ans
HOOKOHTaKTHOW MPO(QMIAKTUKH, HEOOXOIUM COOTBETCTBYIOIMI MOHUTOPHHT BO BPEMS JIEUEHHUS
(BKJIIOYAs pELIEHHE O MPEKPALICHHH JIEYEHHs), TAKKE CIELYET PacCMOTPETh HEOOXOAMMOCTb

AOIOJTHUTEJIBHOI'O JICUEHHUS Ha HHHMBHﬂyaﬂbHOﬁ OCHOB€E.

Peaxyuu co cmopomwl nouex
HexenaTenbHble peakluy CO CTOPOHBI MOYEK, COOOTBETCTBYIOLIME NMPOKCUMAIBHOM MOYEYHOM

TyOynonatue, otMeyanuck y BUU-1 MHQUUMPOBaHHBIX MALMEHTOB JETCKOrO BO3pacTa OT 2 10

12 ner (cM. pazzpen «[ToGo4Hoe aeicTBHEY).

Konmponwv ¢hynxyuu nouex

® &
ITepen navanom npuema mnpenapata TpyBaga ans jgeuenus BUY-1 wim muis DOKOHTaKTHOM
npodHIaKTUKK HEoOXoauMo mpoBecTH oueHky ¢ynkuun novek (KK u ypoeens docdaros B
CBIBOPOTKE KPOBH), @ TAK)KE HEOOXOAMMO OCYLIECTBISATh KOHTPOJIb BO BPeMs MIPUMEHEHHUS, KaK

1 U1 B3pOCTBIX (CM. BBILLE).

Beoenue nayuenmog ¢ napyuieHuem QyHKyuu novex

Ecnu y mo6oro malpeHTa JETCKOrO BO3pAcTa, MOMy4aloWero npemapar TpyBaga®, ypoBeHb
dbocdaros B ceiBopoTke kpoBH < 3,0 mr/mn (0,96 MMonb/11), HEOGXOAUMO MPOBECTH MOBTOPHYIO
OUEHKY (QYHKIMH MOYeK B TEYEHHE OAHOM HEIeNH, BKIIOYas ONMpele/IeHHe YPOBHS IUIFOKO3bI B
KpPOBM, Kalus B KPOBM M KOHLEHTpPaLMH IJIIOKO3bl B Move (cM. pasgen «[lobovyHoe meicTBuey,
npoxkcumaneHas TyOynonaTtus). [lpy nomospeHMHM WM OOHapy)KEHWH aHOMAllUM MOYeK,
HEOOXOAMMO TMPOKOHCYJILTUPOBATLCS C HEPPOIOroM C LENIbIO pacCCMOTPEHHsT HEOOXOIUMOCTH

35



OTMeHbI JeyeHus mpemapatom Tpysana®. Otcena neuenns mnperapatoM Tpysaza® Taxoke
IIOJKHA OBITh PACCMOTPEHA B ClTyyae NMPOrpecCUpYHOLEro CHUKEHHS (PYHKLMHU TOYEK, KOraa Hu

OZlHa Apyras NpUYHHA He Obla onpejieseHa.

Cosmecmmnoe npumenenue u puck HeghpomoxcuuHocmu

Heobxomumo cremoBaTh TeM IKe pPEeKOMEHAalUMAM, KOTOPBIE MNPUMEHHUMBI I B3POCIIBIX

(cm. «CoBMECTHOE HAa3HAUEHHE C IPYTMMHU JIEKapCTBEHHBIMH NpernapaTtaMiuy» HUKe).

Hapywenue ¢ynxyuu nouex

He pexomenzyeTcs npumensTs npenapat Tpysana® y mui B Bo3pacte 10 18 et ¢ HapyuieHHeM

Gynkumy novek (cM. paznen «Crocob mpuMeHeHHs U 103bl»). He clenyeT HauuHaTh TEpanuio
npenapatom Tpysana® y neTeit ¢ HapyweHneM GyHKLHMH 109K, a TAKKE HEOGXOLUMO OTMEHHTb
JIeYEHWE Yy TeX TMalMEeHTOB AETCKOrO BO3pacTa, y KOTOPBIX HapylleHHe (GYHKLHH MOYeK

PasBUIIOCH B TeYeHHe Tepamuy npenapatom Tpysaza®.

Bo3zoeiicmeue na xocmmuyio mxans

[Ipumenenre TeHOOBMpa AU30MPOKCUNa pymapara MOXKET CTaTh MPUUMHON cHykeHust MITK.
Brnusnue nsmenenus MIIK, cBs3aHHOro ¢ TeHooBHpa AU30MPOKCHIA (yMapaToM Ha KOCTHYIO
TKaHb B OTJAJ€HHOM NEpCNEKTHBE M Ha PHUCK MEPeIOMOB B OyIyIIeM B HACTOSILEE BpeMs
HEN3BECTHO (CM. paszen «PapMakoIUHAMHUKAY).

[Ipy oOHapyxKeHHM WM TMOJO3PEHHMHM HA KOCTHYIO MAaTOJIOTMIO TP TPHMEHEHUH Ipenapara
Tpysama® y rmauMeHTa JETCKOTO BO3pACTA, HEOOXOMMMO IPOKOHCYIBTHPOBATBCA  C

9HAOKPHHOJIOTOM W/WJIK HE(pOJIorom.

Macca mena u memabonuveckue napamempel

B Xoae aHTUPETPOBUPYCHOW Tepanuy MOXKET MPOUCXOAWTb YBEIMYEHHE MacChl Tela, YPOBHS
JIMIUIOB M KOHLEHTPAUMM TJIOKO3bl B KPOBM. OTH HM3MEHEHHS YacCTU4YHO MOTYT ObITb
00yCIIOB/IEHBI KOHTPOJIEM 3a00JIEBaHUS U CTUJIEM JKM3HU. YTO KacaeTcs JTUIUAOB, B HEKOTOPBIX
Clly4asiX TMOBBILIEHUE UX YPOBHS CBUIAETENLCTBYET 00 3P (MEKTUBHOCTH JI€UEHHs; B TO BPEMS KaK
yOeIUTEeNbHbIX 10Ka3aTeNbCTB, CBSA3BIBAIOIIMX YBEIMYEHHWE Macchl Tela C KaKo#-1ubo
KOHKPETHOM CXEMOM JieueHus, HeT. KOHTpOsb ypOBHS JMMHUAOB U IVIFOKO3bl KPOBU MTPOBOAUTCA B
COOTBETCTBUM C OOLIENPHHATHIMU mnpoTokonamu JedeHuss BUU-undexuun. PaccrpoiicTBa

JUIUIHOTO OOMeHa CJIEAYET KOHTPOJIHUPOBATh NMPUHATBIMHU B KJIMHUYECKOMN MPaKTUKE METOAaMH.
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Mumoxonopuanshele napyutenus nocie GHympuympoGHo20 6030eticmeus npenapama

AHQJIOTW HYKJIEO3MIOB M AaHAIOTM HYKJIEOTHAOB MOTYT BIMATH HAa MHUTOXOHIPUATIbHYIO
(GyHKUMIO B PasnMYHOM CTENMEHH, W Haubosee BBIPAKEHO 3TO BIMAHME MPH MCMOIb30BAHUH
CTaByaAWHa, OWIaHO3MHA W  3ugoByAMHa. [loctymanu  cooluieHus O  pa3BUTHHU
MHUTOXOHIpHAIbHBIX Hapywenuii y BHY-oTpuuarenpHblX HOBOPOXKIEHHBIX, MOJABEPILIMXCS
BHYTPHYTPOOHOMY W/MIIM NMOCTHATAIbHOMY BO3EHCTBHIO aHATIOrOB HYKJIEO3UIOB; B OCHOBHOM,
9TO KacaeTCsA CXEM JIEUEHMS C 3UIOBYAMHOM. OCHOBHBIMH HEXKENaTelbHBIMM SIBICHUSIMH, O
KOTOPBIX COOOIIANOCh, OBLIM TeMaTONOrMYECKHe HapylleHHs (aHeMHUs, HEHUTpONeHHs) |
MeTaboIMYeCKUe HapylIeHUs (TUMepIakTaTeMus, TUIIepIInna3eMust). DTH SBJIEHUS YacTO HOCSAT
KpaTKOBpEMEHHBIN XapakTep. M3peaka noctynanu cooOIEeHMs] O HEKOTOPLIX HEBPOJIOIMYECKHX
HapyIIEHUSX, KOTOPhIE HAYMHAIUCH MO3]HEE (TUMEPTOHUS, CYJOPOTH, aHOMAIBHOE MOBEIEHHE).
Ha ceroguamnuit 1eHb HEU3BECTHO, SBIISIIOTCS JIM HEBPOJIOrHUYECKHE HAPYIIEHHUS BPEMEHHBIMU
WM TOCTOAHHBIMM. IlomydeHHble NaHHble HEOOXOAMMO YHUUTBIBAThH I KaKAOro pebeHka,
MIEPEHECILEr0 BHYTPUYTPOOHOE BO3NEHCTBME HYIKJICO3MAHBIX M HYKIEOTHMAHBIX AHAIOrOB, Y
KOTOpPOrO €CTb CEpPbE3HbIE KIMHMYECKUE TMPOSIBIEHUS HEU3BECTHON 3THOJOrUHM, OCOGEHHO
HEBPOJIOrHYECKOro xapakrepa. Mmeroupecs naHHbIE HE BIMSAIOT Ha TEKYyLIMe HalMOHAlbHbIE
PEKOMEHIAUUH, COrjJacHo KOTopbiM  BUY-nonoxutenbHbeIM — OEpeMEHHBIM  JKEHIIHHAM

HEOOX0AMMO MPOBEJEHNE AHTHPETPOBUPYCHOM TEPAIHK C LENbIO MPOPUIAKTUKA BEPTUKAIILHOM

nepegauu BHY.

Cunopom 6occmanoBneHus. umMMmyHuUmema

B Hauane aHTUpeTpoBHpYCHOM Tepanuu y BUUY-uHOUUMPOBAHHBIX MALUMEHTOB C TSKEIBIM
MMMYHONEDHLIMTOM MOXET BO3HMKHYTh BOCMAJMTENbHAsA peakuuss Ha BO3OyaUTENei
OECCHUMNTOMHBIX MJIM OCTATOYHBIX OMIOPTYHUCTHYECKUX MH(MEKLMH, ¥ MPUBECTH K TSKEIBIM
KIIMHUYECKUM COCTOSHUAM MJIM YCUJIEHHIO BBIPAKEHHOCTH CUMNITOMOB. OOBIYHO TaKKe peakLuu
HaOMIONA0TCs B TEUEHHE TMEePBBIX Heelb M0C/ie Hayana jieueHus. [Ipumepamu MOTryT CI1y»KMThb
UMTOMETAJIOBUPYCHBIM PETUHUT, TeHEpalM30BaHHbIE W/WJIM OYaroBble MHUKOOAKTEpHUATIbHBIE
MHOEKUMH W TNHEBMOUMCTHas (Pneumocystis jirovecii) mnHeBMoHus. CIELyeT OTCIEKHUBAThb
moOble CHMITOMbBI' BOCHAIEHHs W, B Cly4ae HEOOXOOMMOCTH, CBOEBPEMEHHO HAa3HAYMTh
JIeYCHUE.

Take coobwanoch 06 ayTOMMMYHHBIX 3a0oneBaHMsX (Takux Kak OGonesHb ['peiisca),
COMPOBOKIABIIMX PEAKTHBALMIO HMMMYHMTETA; OJHAKO JaHHbIE O BpPEMEHM Hayala TaKuX

SIBJIEHUM CUJIBHO Pa3HATCS, U 3TH ClIy4Yal MOTJIA UMETh MECTO CITYCTS HECKOJIbKO MECSLEB I0Cje

Hayalla JICYECHUs.
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OnnopmyHucmudeckue uHpexyuu

BUY-1 uHGUUMPOBAHHbIE MALMEHTHI, MOJYyYaloLIKe MpenapaTt prsana® WU Mro00H Apyron
AHTHPETPOBUPYCHBIN Mpernapar, MOTYT UMETh KJIMHMYECKHE MPOABJICHUS ONMMOPTYHUCTUYECKAX
uHbeKIyA 11K ocnoKHeHus BUU-uHpeKunn, B CBSI3H C ITHM JOJDKHBI PETYJIAPHO HAOMIONATECA
y Bpaua, MMEIOLIEro OMbIT B JedeHnn BUY-accounnpoBanHbix 3a0071eBaHHI.

Ocmeonexpos

XOTS OSTHONOTHS OCTEOHEKpO3a CuMTaeTcss MHOroakTopHOM (BKIKOYAs HCIIOIb30BaHME
TJIFOKOKOPTUKOCTEPOMIOB, YIOTPEONEHHe alKoross, Haluyke TsKeIOH HMMYHOCYNPECCHH,
Gollee BBICOKMI MHIEKC Macchl TeNa), Cly4an OCTEOHEKPO3a PerHCTPUPOBATIMCh OCOOEHHO YacTo
y nauueHToB ¢ mporpeccupytoueii BWY-unbexuverd w/mnm mpy  ANMTENBHOM TpUEME
KOMOMHMPOBAHHOW AHTHPETPOBHPYCHOM Tepanuu. [lanmeHtam ClIexyeT pEKOMEHIOBATH
o6pamaTecs 3a KOHCYIbTAalUMell K Bpady NPH MOABIEHMM JIOMOTbI WM Gonu B CycTaBax,

CKOBaHHOCTH B CyCTaBax WJIM 3aTPYAHEHHUAX B IBHIKCHUH.

CosmecmHoe HazHayenue ¢ Opy2UMU 1eKapCmeeHHbLMU NPenapamam.

He crnemyer mpMeHsATb npenapar Tpysana® npu OJHOBPEMEHHOM WM HEJABHEM Ha3HAYEHUH
He(POTOKCMYHOrO JIEKapCTBEHHOro npenapara. Eciu  Takoro NpUMEHEHHA u3bexarb
HEBO3MOJKHO, CJIELYET €XKEHEIENbHO KOHTPOIMPOBATh MOYEUHYIO (YHKLHMIO.

BblIM 3aperiCcTpUpOBaHbl Cily4ad OCTPOM MOYEUHOW HEJOCTATOYHOCTH MOCTIE Havyana Teparnuu
BBICOKOM 10304 MY HECKOJBKMMM HECTEPOMAHBIMH MPOTHBOBOCMAIUTENbHBIMU NpENapaTaMu
(HTIBIT) y naumueHToB, MOJy4YaBUIMX TeHO(OBMpA M30MpOKcHna (ymapaT M HMEOLIKMX
daxTopel pucka mnoyeyHoi aucdyHkuuu. Iloueunas yHKUMS TODKHA KOHTPOJMPOBATBCH
HaUIeXKalmumM 00pa3oM TNpH COBMECTHOM TPUMEHEHMH IMpenapara prBana® u HIIBIL
BbICOKMH DHCK MOpaKeHHs mouek Obin 3apeructpuposaH y BHUY-1 vHQUUMPOBAHHBIX
MALMEHTOB, MONYYaBLIMX TEHOMOBMpA AM3OMPOKCUIA (ymapaT B COUETAHMH C WHIHOMTOPOM
TMpoTeasbl YCHIEHHBIM DHUTOHABHPOM MIM KOOGMUMCTaTOM. TakiM mNaluueHTam Tpebyercs
TLIATEIbHBI MOHMTOPMHT (yHKUMM novek (cM. paszmen «BsaumoneicTBue ¢ IpYrHMH
NleKapcTBEHHBIMHU cpencTBamMuy). Y BUY-1 nHQUUMPOBAHHBIX NALMEHTOB C ¢axTopaMu pHcKa
HapyleHus: QYHKIMHM TMOYEK, COBMECTHBIN mpueM TeHopoBupa Ausompockcuna Qymapara ¢
YCUJIEHHBIM HHTHOUTOPOM MpPOTEashbl JOJKEH ObITh TILATENIBHO MPOaHaIM3UPOBaH.

He cnexyer npMeHATb mpenapar TpyBaga® OIHOBPEMEHHO C IDPYTMMH JIEKApCTBEHHBIMM
CpeCTBaMK, CONEPIKalMMU IMTPULUTaGKH, TeHODOBMpA AM30NpokcHia Gymapart, TeHOQOBHpa

anadeHaMuI WIM JpyrMe aHalOrd LMTHAMHA, Takue Kak JaMuBYIMH (CM. paspen
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«B3aumoeiicTBHE ¢ APYyrUMH JIEKApCTBEHHBIMU CPEACTBaMKY). He cieayeT npMeHATh npenapat

prBana® OJHOBPEMEHHO C ane(bosnpa JWUITUBOKCHIIOM.

Cosmecmnoe npumenenue c neounaceupom u copocOyeupom unu  copocoysupom  u
6e1namaceupom

[TokazaHo, 4YTO COBMECTHOE TNpUMEHEHME TeHO(oBMpa  au3ompokcuna  (ymapara
¥ Jlefunacsupa/copocOyBrpa MoBbIIAET KOHLUEHTPALMIO TeHOQOBUpa B I1a3Me, 0OCOOEHHO NpH
MX TPUMEHEHHWH CO cxemaMmu JjedeHuss BHWU-unbexuuy, BIIOHAIOLMMHM TEeHO(DOBUpA

AM30TIPOKCHIa pyMapaT U GapMaKOKMHETHYECKUH YCUIUTENb (PUTOHABUP MM KOOULIUCTAT).

besomacHocTs  TeHOGOBMpa aM3ompokcun  (Gymapata TpH  €ro COBMECTHOM IpHeMe
¢ neaunacBupom/codocOyBupoM M (papMaKOKMHETHYECKMM YCHJIMTENIEM HE YCTaHOBJIEHa.
Heobxomumo  aHanmM3uMpoBaTh  MOTEHUMANbHBIM PUCK W MPEMMYLIECTBA, CBsS3aHHbBIE
C COBMECTHBIM Ha3Ha4YE€HHMEM, OCOOECHHO /s MALMEHTOB C MOBBIIIEHHBIM PHUCKOM HapyIIEHHs
byHKUIMH NOYeK. Heobxonumo KOHTPOJIMPOBATh MaLKEHTOB, MPUHUMAIOLINX
neunacsup/codocOyBUp napaaiensHo ¢ TeHOGOBHpa AU30MPOKCHIA HYMApaToOM M YCHIICHHBIM
unruouropom BHU-mporeasbl, Ha mNpeaMeT HeXeNaTeNbHbIX peakUuil, OOYCIOBIEHHBIX

AeHCcTBHEM TeHOGhOBUpa AU30MPOKCHia hymapara.

Coemecmuviii npuem menophosupa OuU30NpoKCUNa Gymapama u OUOAHO3UHA

CoBMECTHBIN NpHeM HE PEKOMEHJOBAH, MOCKOJIbKY 3TO MPUBOAMT K 40—60-mpoLEeHTHOMY
YBEJMYEHHUIO CUCTEMHOMN 3KCTO3ULIMM JUAAHO3MHA, YTO MOJXKET MOBBILIATL PUCK HEXENaTeIbHbIX
peakuMi, CBA3aHHBIX C AMAAHO3MHOM (cM. pasgen «BsaumopeicTBue ¢ Opyrumu
JIEKapCTBEHHBIMHU CpeicTBaMu»). Cool1anoch 0 peaKux caydasX MaHKpeaTHTa U JaKToauu103a,
VHOTZa C JeTalbHbIM UcX0aoM. COBMECTHBIM npueM TeHOGOBHpa AM3ONpPOKCHIa (ymapaTa M
auaaHosuHa B 103e 400 Mr B CyTKM CONPOBOXKAAICS 3HAYUTENIBHBIM CHUXKEHHEM YMCIIa KJIETOK
CD4, BO3MOXHO, U3-32 BHYTPHKJIETOYHOrO B3aUMOJECHCTBHUS, ITOBBIIAIOLIETO0 YPOBEHb
bochoprIMpOBaHHOTO (T. €. aKTMBHOr0) AuaaHo3uHa. CHIXKEHHYIO 103y IuaaHo3uHa B 250 wmr,
KOTOpBIN BBOASAT COBMECTHO NpH Tepanuu TeHo(oBHpa AU30MpPOKCHIa GyMapaToM, CBA3BIBAIOT
C COOOIIEHMSAMM O BBICOKMX CTENEHSX BUPYCOJOrHueckoil Hedh(EeKTUBHOCTH JICUCHUs IpU

Pas3iIn4HbIX UCIIBITAHHBIX KOMOMHaLUSX.

Tpouinas Hyxknieo3uoHas mepanus

EcTb cooOImIeHnst 0 BBICOKOW 4acTOTE€ OTCYTCTBHMSI BUPYCOJIOTMYECKOrO OTBETA M MOSIBIECHUU
PE3UCTEHTHOCTH Y MalMEeHTOB ¢ HavyalbHOW cragueit BUU-nndexuyn npu KOMOMHUPOBAHHOM

npueMe TeHOGhOBHUpa AU30MPOKCHI Gymapara, JaMUBYAMHA U abaKaBUpa, a TAKXKE JIaMHUBYIUHA
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C JAMJAHO3WHOM IPHU CXEME NIPUEMa OJUH pa3 B CYTKH. JIaMHUBYIHH U SMTPULHUTAOMH MMEIOT
OJIM3KOE CTPYKTYPHOE CXOZCTBO, @ TAKKe CXOAHYIO (HapMaKOKMHETHKY M (papMaKoJMHAMMUKY.
TTo3TOMY MOTYT HabIIOATHCS CXOMHbIE MPOGIeMbI pH preMe npenapata TpyBaxa® ¢ TPETbUM

HYKJICO3UMIHBIM aHaJIOTOM.

Hat;ueHmbz nodACUNIoeo sospacma

[Ipenapar prBana® He u3yvascs y juy crapuwe 65 ner. Y nuu crapue 65 JeT OTMedaeTcs
Gonbias BEPOSATHOCTb HAIMYMsSl CHIDKEHHOM (YHKLUMM MOYEK, MO3TOMY Ipenapar AOJDKeH

HasHa4vaTbCs ¢ OCTOPOXKHOCTBIO JIFOASM CTaplIero BO3pacTa.

BJIMSTHUE HA CIIOCOBHOCTH YITPABJIEHUSI ABTOMOBHUJIEM ¥ PABOTBI C
MEXAHWU3MAMMH

Hccnenosanus, no U3y4eHUIO BIMSAHUS NpenapaTa Ha ClIOCOOHOCTh YIpaBJeHHUs TPAHCTIOPTOM H
paboTy ¢ MeXaHM3MaMH, He MpOBOAMJIOCH. ONHAKO JHL, MPUHUMAKOLIKMX Mpenapar, ClemayeT
NPOMH(GOPMHUPOBATE, YTO BO BpEMs JIEYEHUS KaK SMTPULMTAOMHOM, TaK U TEHO(DOBHUPOM,
COO0IIAIOCh O FONOBOKPYKEHHH. [Ipu MOABIEHUH TOJOBOKPY)KEHHs CIEIYET BO3IAEPHKATHCS OT

BBITIOJIHEHHUS YKa3aHHBIX BUJAOB ACATEIbHOCTH.

®OPMA BBIIIYCKA
TabneTku, MOKPLITHIE MIEHOUYHOM 060510uKOM, 245 mr + 200 wmr.
[To 30 Tabnerok BO (JIaKOH U3 MOJUITHUIIEHA BBICOKOHM IIOTHOCTH, 3aNasHHbIM allOMUHHUEBOMN

(oNBroi, ¢ KphILKOM C 3aUTOM OT BCKPBITHS JETHMH.

BHyTpe (akoHa MoMeLaT NOrJOTUTENb Bark (CHINKares).

[To 1 dnakoHy BMECTE C HHCTPYKLHEH N0 NPUMEHEHHUIO B NTAUKe KapTOHHOM.
YCJIOBUA XPAHEHU A

Xpanuts npu Temnepatype He Bbiiue 30 °C.

XpaHUTb B HEAOCTYITHOM IS IETEH MecTe.
CPOKT'OAHOCTH

4 ropa.

He MPUMEHSATDL IO UCTEHYEHUMU CPOKA rOAHOCTH, YKa3aHHOI'O Ha YIaKOBKE.
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YCJIOBUSA OTITYCKA
[To peuenty.

BJIAJEJIEIL PETUCTPAIIMOHHOI'O YIOCTOBEPEHHA
['unean Caitencus Uureprewnn Jita., BenukoGpuranus /
Gilead Sciences International Ltd, UK

Flowers Building, Granta Park, Great Abington, Cambridge, CB21 6GT, UK

IMPOU3BOIUTEJIDL

IIpouszeo0cmeo 20moeoil 1ekapcmeeHHOU opmbl:
Takena 'm6X, I'epmanus / Takeda GmbH, Germany
Lehnitzstrasse 70-98, D-16515, Oranienburg, Germany

I'unean Caitencus Aiensun KOCu, Mpnanaus / Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

ITateon Muk., Kanana / Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada

Ilepsuynas ynaxogka:
ITateon Uuk., Kanaga / Patheon Inc., Canada

2100 Syntex Court, Mississauga, Ontario, LSN 7K9, Canada

[unean Caitencus Aiensun FOCu, Upnanaus / Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

Buinycraiowuiti konmpons kavecmsa:

Iunean Caitencus Aensun FOCu, Upnanaus / Gilead Sciences Ireland UC, Ireland

IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

Honyyums 00nOAHUMENbHYIO UHOpMAUUIO 0 npenapame, d MAKICEe HANDAGUMb C60U
npemeH3uu U UHHOPMAYUIO 0 HeHCeIAMETbHIX AGIEHUAX MONCHO NO a0pecy:
00O «I'mnean CaiieHcuz Pamay

Poccus, 115035 Mockea, yi. CagoBHuveckas, 82/2
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Ten.: +7 (495) 641 18 04

E-mail: drugsafety.russia@gilead.com

Crapuumit mesepxep 1o peructpauuu JIC

00O «T'unean Caitencus Pamay

JI.A. IOwkoB
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