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MWHWCTEPCTBO 3[1IPABOOXPAHEHWA POCCUNCKOW OELOEPALIUN
WHCTPYKLIUA

Nno MeANLINHCKOMY NPUMEHEHNIO NeKapCTBEHHOro npenapaTta

TPYBALA®

PerncrpaunoHHbiin Homep: J1N-000764
Toprosoe HaumeHoBaHume: Tpysana®

MexpayHapogHoe HenaTeHTOBaHHOE AN rpynnupoBOYHOe
HanMeHOBaHue:
TeHOPOBUP + IMTPULUTAGUH

JlekapcTBeHHan popma: TabeTKU, NOKPbLITbIE NIEHOUYHON 06ONOUKOA

COCTAB
1 TabneTka conepKuT:

deticmsyroujue sewjecmea: TeHoGoBMpPa AU30NpPoKcuna dymapat 300 mr
(B nepecuete Ha TeHOGOBUPa AN30NPOKCUN 245 Mr), sMTpuLMTabyH 200 mr;

8cnomoeame/lbHble selecmaa:

fAppo TabneTku:

KpOCKapmesio3a HaTpus, NaKTo3bl MOHOTUAPAT, MarHUA CTeapar, Lennionosa
MUKPOKpUCTAINMYecKas, Kpaxmarn npexenaTvHU3NPOBaHHbII;

O6onoyka TabneTku:

Onapapait Il cuHnit Y-30-10701: antoM1HUEBbIN NTaK Ha OCHOBE NHAUIOKAPMIHA,
rMNPOMensIosa, 1akTo3bl MOHOTMAPAT, TUTaHa ANOKCU, TPUALETUH.

OMUCAHUE

TabneTkn KancynosmaHoN Gopmbl, MOKPLITbIE MIEHOUHON 0BONOUKOA
CBETNO-CMHETO LiBETA, Ha OfIHOW CTOPOHe BbirpaBnpoBaHo «GILEAD», Ha fpyroii
cTopoHe — «701».

GOAPMAKOTEPANMEBTUYECKAA PYMMA: MNpotueosupycHoe (BAY)
cpencTso.

Kopa ATX: JO5AR03

OAPMAKOJNIOMTMYECKUE CBOMCTBA
(PapmakoguHamuka

MexaHu3m gencreus

TpyBaaa® — 3T0 KOMOMHUPOBaHHBI Npenapar ¢ GUKCMPOBAHHON [030i
3MTpuumMTabuHa n TeHodoBKpPa An3oNpoKcuna dymapara.

IMTPULMTaOMH — HYK€O3MAHbIV aHanor LUTUanHa. TeHodpoBrpa AM30onpoKcuna
¢dymapat npeBpatlaeTca in vivo B TeHoOGOBUP, HyKneosnagmoHopocoart
(HykneoTun) aHanor ageHo3mHa moHodocdara. Kak amTpuuymutabuH, Tak

1 TeHOOBUP NPOABAAIOT CNeLMPUYECKYI0 aKTMBHOCTb B OTHOLLEHWI BUPYCa
ummyHopedpuumTa yenoseka (BMY-1 n BUY-2) n Bupyca renatmra B (BIB).

SMTprLMTabuH 1 TeHodoBmp bocdhoprnupytoTcs nod fencTBrnem
BHYTPUKIIETOYHbIX hepMeHTOB ¢ 0bpasoBaHmemM sMTMpuUnTabuHa TpudochaTa
n TeHodoBupa andocdarta, COOTBETCTBEHHO. B nccnefoBaHuax in vitro 6bii1o
MOKa3aHo, YTO N IMTPULMTAOWH, U TEHODOBUP NPY NX OLHOBPEMEHHOM
NPUCYTCTBUM B KNETKAX MOTYT ObITb MONHOCTbIO GOCHOPUNNPOBaHDI.
SmTpuymnTabuHa Tpudpocdat u TeHodposupa andochat UHrMGUPYIOT 06PaTHYIO
TpaHcKpunTasy BMY-1 No KOHKYpEeHTHOMY MeXaHU3My, MPUBOAA K TEPMUHALNN
cuHTe3a uenu snpycHon JHK.

AMmTpuumTabuiHa Tpudocdar, Tak ke Kak n TeHopoBmpa andacdar, apnaTca
cnabbiMu uHrnbuTopamn JHK-nonnmepas MNEKOMMTAOLNX, MPU3HAKOB X
TOKCUYHOCTY MO OTHOLUEHWIO K MUTOXOHAPUSAM in vitro u in vivo He Habnoganochk.

lMpomusosupycHas akmugHocme in vitro

B nccnepoBanmsx in vitro Habnoganca cMHeprusm NpoTUBOBUPYCHON
aKTUBHOCTU KOMOUHaUuK amTprLmMTabrHa u TeHodoBsuMpa. B nccnegosanusx
KOMOUHUPOBAHHOIO NpUema ¢ UHIMOUTOpPamMy NpoTeasbl, a Takxe

C HYKNEO3UAHBIMY U HEHYKIE03MAHBIMU NHIMGUTOpPamy 06paTHON
TpaHcKpunTasbl BUY Habnoganca agAUTUBHDIN UV CUHePreTUYeckuin b oexT.

Pe3ucmeHmHocmeo

In vitro:

B uccnepoBaHuax in vitro n y Hekotopbix BUY-1-nHduLmMpoBaHHbIX naumeHToB
Habnoganacb yCToMUYnBOCTb K SMTPULUTaOKHY, 06yCnoBneHHaA pa3BuTMem
MyTaunm M184V/l, unn TeHodbosupy, B CBA3U ¢ MyTaumein K65R. BupycHble
U30MIATbI, PE3UCTEHTHBIE K SMTPULMTabUHY € MyTauuamu M184V/|, okazanucb
TaKKe yCTONUMBbI K TAMUBYANHY, OAHAKO, OCTaBaNNCh BOCIPUAMUYMUBDI

K ANJAHO3MHY, CTaByfiMHY, TeHOGOBUPY U 3ufoByAnHY. MyTtauus K65R Takxe
MOXeT HabnoaaTbcA Npu NpuMeHeHn abakaBupa Unv AuaHo3nHa u, B CBOIKO
ouepefb, TaKKe MOXET NMPUBOAMUTD K CHYXKeHWUIO 3ddeKTa Npy NpUMeHEHNUM
3TVX CPeACTB B COMETaHNM C TaMVUBYAVHOM, SMTPULUTabHOM 1 TEHOGOBHUPOM.
CnepyeT usberatb npyMeHeHna TeHopOBMpPa Ansonpokcuna bymapata

y nauuneHToB co wrammamm BUY-1, umetowimmm mytaumio K65R.

Kpome Toro, 3ameHa K70E B reHe o6paTtHoi1 TpaHCKpunTasel BUY-1,
obycnosneHHaA TeHOOBMPOM, CENEKTUPYETCA TEHOPOBUPOM 1 NPUBOAUT
K HE3HAUUTENIbHOMY CHUMXEHWIO YYBCTBUTENbHOCTY K abakaBupy,
SMTPULMTABMHY, NaMUBYANHY 1 TeHOGOBUPY.

Mpw skcnpeccumn Bupycom BUY-1 Tpex n 6onee myTaumii, MHAyLUMPOBAHHbIX
aHanoramv TUMUAVHA, BKoYawwmx sameHy M41L unu L210W B reHe OT,
6b1710 OTMEYEHO CHUXKEHMNEe UYBCTBUTENbHOCTU K TeHOPOBMPA AN30MNPOKCMAa
dymapary.

In vivo — neyeHue BUY-1:

B OTKpbITOM paHAOMN3NPOBAHHOM KNTMHNYECKOM UCCIEA0BAHIN C yYacTheM
MauNeHTOB, He NOJTyYaBLUKX PaHee aHTUPETPOBMPYCHOTO JleueHs,
reHOTUNUPOBaHNE NPOBOANNOCL Ha n3onaTax BUY-1, nonyyeHHbIX 13 nnasmbl
BCeX NaLMEHTOB C NOATBEPXKAEHHON KOHUeHTpaunen PHK BUY 6onee

400 konui/mn Ha 48-in, 96-11 nnn 144-ih Hepene, NN Ha MOMEHT PaHHEro
npekpalleHnsa npuema nccieayemoro npenapara.

Mo cocToaHuo Ha 144 Hepgento:

® B COOTBETCTBMM C NPOBEEHHbIM aHann3om, mytaumsa M184V/| passunacb
y 2113 19 (10,5%) n30nATOB, NONYUYEHHbIX OT NALMEHTOB B rpynre, rae
nonyYany smTpuLnTabuH/TeHodboBMpPa AN30NPOKCMNa pymapaT/paBupeHs,
ny 10 3 29 (34,5%) n301AT0B, NPOaHANN3MPOBaHHbIX Y NALMEHTOB FPYMMbl,
rae rnosiyyanu namvsyaviH/3upoByauH/3¢aBnpeHs (3HaueHue p < 0,05,
CpaBHeHVe No ToYyHOMY Kputepuio Ouriiepa cpean Bcex NaLumeHToB rpymnnbl,
rae nojyvanu amTpuumTabuH + TeHodoBMpPa AMU30MNpPoKcUna dpymapar, co
BCeMU NauveHTamMm rpynnbl, rae nonyyany NnamvByaUH/3MA0BYLNH);

® HY OVH 13 NPOaHaN3NpPOBaHHbIX BUPYCOB He cofepan MyTaumm K65R
nnun K70E;

® reHOTUMMYECKas Pe3NCTEHTHOCTD K 3daBupeHsy, rmaBHbIM 06pasom
myTauua supyca K103N, passunacb y BupYyca, nosiyyeHHoro ot 13 13 19
(68%) nauneHTOB B rpynne, rae noayvany sMTpuLUTabuH/TeHoboBUpa
Ansonpokcnna dpymapat/adaBupeHs, B cpaBHeHUn ¢ 21 u3 29 (72%)
NaLueHTOoB B rpyrne CpaBHeHUs.

In vivo — 0oKOHMAakmMHas npoguiakmuka:

O6pasLibl Na3mMbl, NOAYUYEHHbIE B XO4€ 2 KIIMHNUECKUX UCCTIeA0BAHWNIA
BUY-HenHPUUMpPOBaHHbIX MaLMEHTOB, 6biNv NpoaHanM3npoBaHbl Ha 4 BapuaHTa,
3KCNpeccrpyrLmx aMMHOKUCIOTHbIe 3ameHbl BUY-1 (T. e, K65R, K70E, M184V

1 M184l), KoTopble NoTeHUMaIbHO 06ecneynBaloT Pe3UCTEHTHOCTb

K TeHopOBUPY MmN IMTPULMTabUHY. B ofHOM 13 nccnefoBaHnii He BbIABIEHO
HUKakux BapraHToB BUY-1, akcnpeccnpytowmx myTtaunm K65R, K70E, M184V nnu
M1841 K MOMEHTY CEpOKOHBEPCUN Y NALMEHTOB, MHULMPOBaHHbIX BUY-1 nocne
BKJIlOUEHMA B nccnegoBaHue. Y 3 w3 10 nauneHTos c octpon BUY-undekunen

Ha MOMEHT BKJTIOUYEHNA B UCCNeAoBaHne BUpYycHble myTauum M1841 n M184V
obHapy»eHbl y 2 13 2 MaLMeHTOB 13 Fpynmbl, NPUHMMaBLLe# npenapat TpyBaga®,
ny 1u3 8 naumeHToB 13 rpynnsl nnawyebo.

B xofe Apyroro KnuHnyeckoro nccnefoBaHnA He BbIABNEHO HUKaKWX BapUaHTOB
BWY-1, skcnpeccupytowmx mytaumm K65R, K70E, M184V nnn M1841 Ha momeHT
CEPOKOHBEPCMM Y NaLUEHTOB, MHMLMpoBaHHbIX BUY-1 B xoae nccneposanumsa.
Y 2 u3 14 naumeHTOB € ocTpoi BUY-nHbeKL el Ha MOMEHT BKIKOUEHNA

B MccnefoBaHmne y 1 13 5 NaLMeHToB B rpynne, nofiyyasiiein 245 mr TeHopoBrpa
ausonpokcuna (8 dopme dymapara), BoiseneHa myTtauma K65R BUY, ay 1 n3

3 MauueHTOB 13 rpynbl, NPUHUMaBLWe Npenapat TpyBaga®, obHapyXmnm
MyTaumio M184V (cBA3aHHYIO C Pe3UCTEHTHOCTBIO K SMTPULINTAONHY).

Hemu

BezonacHocTb 1 3¢ dekTMBHOCTb NpenapaTa Tpysaga® y feTel 8 BospacTe o
12 net He usyyanu.

(DapmaKOKwHe'era

Bcaceisarue

broskeneaneHTHOCTbL oAHON TabneTkn npenapata TpyeaAa®, NOKpbITON
nieHo4YHor 0600UKON, U KOMBUHALKK OAHON TBEPLON Kancy bl
aMTpuumMTabuHa 200 Mr 1 ogHON TabneTKK, MOKPbITOM NeHOUYHOW 0bonouKow,
copepaluein 245 mr TeHodOBMPa AN30NPOKCKNA, MPY UX OAHOBPEMEHHOM
NpUMeHeHUN, NOATBEPKAEHA NPU OLleHKe onﬁOKpaTHoro NPUMEHEHNA HaToLWaK
Yy 340pOBbIX fo6poBoNbLEB. Mocne Nnpuéma npenapata TpyBaaa® BHYTPb
340POBbIMU JOH6POBONbLAMU SMTPULNTAOWH 1 TeHOdOBMPa AN30NpPOKCKNa
dymapat 6bICTpO BcacblBalOTCA, a TEeHOPOBUPA AN30ONpPOKCUIa dymapat
npespalyaeTca B TeHopoBMp. MakcMmasnbHble KOHLEeHTpaLuuy sMTprunTabrHa

v TeHodoBUpa HabnoJalTCA B CbIBOPOTKE BjmanasoHe o1 0,5 go 3 yacos nocne
npuema HaTtowak. Npuém npenapara TpyBaaa® c nuLLen NPUBOAUN K 3aflepKe
AOCTVXKEHUA MaKCUMabHbIX KOHUEHTpauuii TeHodoBrpa npubansnTenbHo

Ha Tpu YeTBepTU Yaca v yBenuueHuto 3HaveHun AUC u C,,, TeHodoBMpa
npuéNM3NTENBHO Ha 35% 1 15%, COOTBETCTBEHHO, NPU NPUEME C NKLLEiA

C BbICOKUM UMW HU3KMM COAEP>KaHVEM KMPOB NO CPaBHEHUIO C TPUEMOM
HaToLwakK. [1na onTyMn3aynm BcacbiBaHWA TeHOGOBUPaA NpeanoyTUTENbHO
npuHMMaTb Npenapart TpyBaAa® BMecTe C NuLeN.

Pacnpedenerue

Mocne BHyTpMBEHHOrO BBeAEHUA 06bEM pacnpefeneHus sMTpuunTabrHa

1 TeHodoBUpa coctaBnan okono 1,4 n/kr n 800 ma/Kr, cooTBeTCTBEHHO. [ocne
nprema BHYTpb 3MTpuuMTabrHa unu TeHodoBmpa arsonpokcuna dymapara
aIMTPULNTabnH 1 TeHoPoBUpP CBOBOAHO pacnpeaenanTca B OpraHn3me. In vitro
CBA3bIBaHWE 3MTPULUUTabMHa C 6eKamMu N1a3mbl KPOBW YeNTIOBEKA COCTaBASANO

< 4% v He 3aBUCeNo OT KOHLeHTpauuu B guanasoHe ot 0,02 o 200 mKr/mn.

In vitro cBA3bIBaHWe TeHodOBMpPa ¢ 6enkamu nIasmbl NAKN CbIBOPOTKU KPOBU
COCTaBNANO, COOTBETCTBEHHO, MeHee 0,7 1 7,2% npu KOHLUeHTpauun TeHodpoBMpa
B AnanasoHe ot 0,01 go 25 mkr/mn.

Memabonuszm

JaHHble 0 meTabonvame amTpuunTabrHa orpaHuyeHbl. M38ecTHo, uTo
IMTPULNTaOWH NOABEPraeTCsi OKUCNIEHNIO B TMONOBOW YacTu € 06pa3oBaHem
3"-cynbpoKcMAHbIX AnacTepeon3omepoB (0KoNio 9% A03bl) 1 KOHBIOraToB

C FNIOKYpPOHOBOW Kncnioton B dopme 2'-O-rniokypoHuaa (okono 4% Ao3bl).

B nccnepgosaHuaAx in vitro yctaHOBNEHO, UTO HY TeHOdOBMPa AN30MNPOKCMAA
dymapar, H1 TeHoHOBUP, He ABAAITCA CyOGCTpaTammn GepMeHTOB CUCTEMDI
uuToxpoma. B ceoto ouepepb, HY SMTPULMTAOUH, HU TEHODOBUP, HE
MHIMONPYIOT MeTaboNn3m nekapCTBEHHbIX CpeacTs, NpovCcXoAALLUA € yyacTnem
OCHOBHbIX N30pepmeHToB CYP. IMTprLUNTabH He HrMbrpoBan ypnavH
5'-pndocdorniokypoHun TpaHchepasy (YD), bepmeHT, oTeevatownii 3a
B3aVMOCBA3b C MIIOKYPOHOBOW KUCIOTOMN.

BeigedeHue

AMTPULIMTaOUH B OCHOBHOM BbIBOAUTCA MOYKaMu, MPUHATaA J03a
o6Hapy»K1BaeTcs B Mode (nouTu 86%) n Kane (okono 14%). 13% NpuHATON Jo3bl
amMTpuunTabuHa obHapyKMBaeTCA B MoYe B BrAe Tpex meTabonutos. O6iuas
CKOPOCTb BblBegeHWs amTpuumTabuHa coctasnaet 307 ma/mnH. Mocne npuema
BHYTPb Neprof, NonyBblBEAEHVs SMTPULMTabHa cocTaBnaeT okoso 10 vacos.

TeHodoBMpP rnaBHbIM 06Pa3oM BbIBOAUTCSA NOYKAMK, Kak nyTeM ¢punbTpauny,
TaK 1 C MOMOLLbIO CUCTEMBI aKTUBHOTO KaHasibLieBoro TpaHcnopTa. lNpumepHo
70-80% oT BBEAEHHOW [0O3bl SKCKPETUPYETCA B HEM3IMEHEHHOM BUAE C MOYOM
nocne BHYTPUBEHHOTrO NpuMeHeHUA. Habnogaemblii KnvpeHc TeHopoBrpa
cocCTaBnAn, B cpefHeM, okosnio 307 mna/muH. MNoyeuHbiii KNMpPEHC cocTaBnAn
npumepHo 210 m/M1H, YTO NPEBbILIAET CKOPOCTL KNy60UKOBOWM punbTpaumu.
370 yKa3blBaeT Ha TO, YTO aKTMBHAsA KaHalbLieBas CeKpeLs ABNAETCA BaXKHON
YyacTbio Npouecca BbiBeaeHUA TeHodoBMpa. Nocne nepopanbHOro npuema
nepvop nonyebiBefeHns TeHoGOBUPa COCTaBNSAET NPUBNV3NTeNbHO 12-18 Yacos.

(DGQMGKOKUHemUKCI y 0cobbix 2pynn nauueHmoas

lloxunele nayueHmMol

MapMaKOKMHETUKY SMTprUUUTabrHa nnm TeHodboBMpa Y NOXKUIbIX NaLNEHTOB
(B BO3pacTe 65 neT 1 cTapLie) He U3yyanu.

llon

(DapMaKOKUHETVKa SMTpuunTabuHa n TeHodboBupa (MprumeHaemoro B Gopme
TeHoOBMpPa AU30NpoKcuna pymapara) y rnayueHTOB MyKCKOTO 1 XKEHCKOTo
nona cxogHa.

Paca

He 06HapyXeHO KNMHUYECKM 3HAUUMbIX PA3INunin GapMakoKUHETUKN
amMTpuUnUTabrHa y NnpesacTaBuTeNeit C pasHbiM STHUUECKUM MPOUCXOXKAEHUEM.
OcobeHHOCTU PpapMaKOKUHETUKN TeHodOoBUPa (MpumeHAemMoro B dopme
TeHOodOBMPa fe3onpokcuna dymapara) y NpeacTaBuTenei pasHbiX STHUYECKNX
rpynn He U3yvanuce.

Hemu

MapmaKkoKkuHeTVKa Npenapata Tpysapa® y geteid (o 18 neT) He nsyyanaco.
(DapmaKoKUHETUKY TeHOPOBMPa B paBHOBECHOM COCTOAHUW UCCNiefoBanu

y 8 BUY-nHPMUMPOBaHHbIX NOAPOCTKOB (8 Bo3pacTe oT 12 Ao 18 neT) ¢ maccon
Tena > 35 Kr uy 23 BUY-nHprumpoBaHHbIX geTeil B Bo3pacTte oT 2 go 12 ner.
Jkcno3nuus TeHodpoBUPa Y feTel, MOoNyYaBLUNX CYTOUHble A03bl TeHODOBUPA
ansonpokcuna 245 mr (B popme pymapara) BHYTPb Ui 6,5 Mr/Kr maccol Tena
TeHodoBMpa gusonpokcuna (B popme dymaparta) 4O MaKCMMaNbHON A03bl,
cocTaBnsBLIein 245 Mr, Gbina CXOAHON C TAKOBOW Y B3POCIIbIX, MONYYaBLLINX
OAVH pa3 B AeHb [03bl TeHOOBMpPa Ansonpokcuna 245 mr (8 dopme dymapara).
WccnepgoBaHusa GapmMakoKUHETMKY TeHObOBMPa An3onpokcuna dpymapaTta

y feTeli fo 2 neT He MPOBOAVANKCH. B Lenom, papmakoKmHeTMUeCKne napameTpbi
SMTPUUMNTabUHa Yy HOBOPOXKAEHHbIX, fiIeTel (B Bo3pacTe oT 4 mecAues fo 18 ner)
CXOXU C TEMU, UTO HaOMIOAAITCA Y B3POCIIbIX.

Oxungaetcs, 4to hapMakoKMHETUYECKME NapaMeTpbl SMTPULMTabrHa

1 TeHodoBupa (NprMeHaemoro B popme TeHodoBMpPa Ansonpokcuna pymapara)
y BUY-uHOMLmMpoBaHHbIX geTel 6yayT CXOXMUMM C TEMM, YTO HabniogaloTCs

Y B3POC/IbiX B CBA3M C aHANOMMUHbIM BO3LeNCTBUEM SMTPULMTabuHa

n TeHodoBupa.

HapyweHue ¢pyHKuuU novex

CyLlLecTBYIOT HEMHOMOUUCTIEHHBIE JaHHble MO GapMaKOKNHETUKE
amTpuumTabuHa n TeHopoBMUpa y NALMEHTOB C HapyLUeHeM GYHKLUM Movek
nocne ogHOBPEMEHHOTO NpremMa OTAeNbHbIX MPenapaToB UAn B COCTaBe
npenapata Tpysaaa®. ®apMakoknHeTUYeCKMe NapameTpbl onpeaenany npu
oAHOKpaTHOM npueme 200 mMr amTpuunTabuHa nnu 300 mr TeHodoBKpPa
nmsonpokcuna dymapara 4o6poBONbLAaMN C HAPYLLEHUAMN GYHKLMMN NOYEK
Pa3nNnYHOI CTENEHUN TAXKECT, NPY OTCYTCTBUM UHOUUMpPoBaHua BUY. CteneHb
TAXKECTU HapyLleHusa GYHKLUK NoYeK onpeaenanm rno BennuuHe KnpeHca
kpeatnHuHa (KK) (byHKUMA nouek He HapyweHa, ecam KK > 80 mn/muH, nerkoe
HapyuweHune — ecnn KK coctaBnaeT 50-79 Mn/MUH, HapyLLieHWe cpefHel CTeneHu
- npu KK 30-49 mn/muH 1 Taxenoe Hapywenue — npu KK 10-29 mn/muH).

CpegnHue 3HaueHus (% CV) 3KcNo3nLmn sMTpUUnTabLiHa NOBLILLAKTCA OT

12 MmKr*u/mn (25%) y no6poBonbLieB Npu OTCYTCTBMM HapyLIeHW GYHKUMN NoyeK
1 0o 20 mKr*u/mn (6%), 25 mkr*u/mn (23%) 1 34 mkr*u/mn (6%) y no6posonbLeB

C IErKNMU, CPeRHEN CTENEHU W TAXKEbIMU HapYLWEeHNAMMU GYHKLUN NOYeK,
COOTBETCTBEHHO.

CpepHue 3HaveHus (%CV) 3Kcno3nummn TeHoGpOBMPa NOBLILLAOTCA OT

2185 Hr*u/mn (12%) y pobpoBonblieB ¢ HopManbHOM GyHKLMEN NoYek Lo

3064 Hr*u/mn (30%), 6009 Hr*u/mn (42%) 1 15985 Hr*u/mn (45%) y nobposonbLes
C Nerknmu, cpefiHei CTeneHn U TAXKeNbIMUA HapyLLeHUAMU GYHKLIAM NMOoYeK,
COOTBETCTBEHHO.

Mpennonaraetca, 4To yBeNMUYeHNEe NHTEPBana Mexay NPUemMom 03 npenapara
Tpysana®y BUY-1 nndnumpoBaHHbIX NaLMeEHTOB ¢ HapyLweHnem GyHKLMK Nnoyek
CcpeAHen CTEeNeH Bbi30BET NOBbILEHWE NMUKOBbIX KOHLEHTPALMI B Mna3me
KPOBU U CHMXeHVe ypoBHen C,;,, eCin CPaBHUBATL C NaUMeHTaMn C HOPManibHON
byHKUMeN noyek.

Y naumneHToB C TePMMHANIbHOWN NOYEUYHOW HEJOCTAaTOUHOCTbIO, HE
NHPMLMPOBaHHBIX BUY, mexay npouesypamm reMofmanmnsa KoHLEeHTpaums
aMTPULMNTabMHa B KPOBM NOCTEMEHHO NOBbILIAETCA B nepuog 6osee 72 4acos
A0 53 mKkr*u/mn (19%), a kKoHUeHTpaLms TeHodoBKpPa, B nepuog bosnee 48 4acos,
noeblwaeTtcs 4o 42857 Hr*u/mn (29%).

Bbino nposefeHo HebonbLIOE KNMHUYECKOE NCCIeOBaHUE MO OLEHKE
6e30MacHOCTY, NPOTUBOBUPYCHOW aKTUBHOCTY 1 GaPMaKOKMHETUKM
TeHopOBMpPa AU30MPOKCUNA PpymapaTa B KOMBMHALMMN C SMTPULMTAOUHOM

y BUY-nHPMLMpOoBaHHbIX NaUMeHTOB C HapylueHreM GYHKLNK NoYek.

B noarpynne nauveHToB € MCXOAHBIMU KNIMPEHCOM KpeaTrHuHa 50-60 mn/MuH
npuém npenapata 1 pas B CYyTKU NPVBOANA K 2-4 pa30BOMY MOBbILLEHUIO
3KCNO3MLMK TeHOHOBUPA 1 YXYALWEHNIO GYHKLMM NOYEK.

WccnepoBanna papmMakoKMHETUKU IMTpuLmMTabrHa 1 TeHopoBMpa
(npumeHsaemoro B popme TeHoPOBUPa AM30NPOKCKIa pymapaTa) y aeTei

C HapyleHnem GyHKLMM Nouek He NPoBoaUANCh. OTCYTCTBYIOT AaHHbIE,

Ha OCHOBaHWUM KOTOPbIX MOXKHO COCTaBWTb PeKOMEHAALIMY, Kacalolmeca
fo3upoBaHna (cm. pasgen «Cnocob npumeHeHns 1 fo3bi» 1 «Ocobble yKazaHUaA).

Hapywerue gpyHkyuu neveHu

(QapmakoknHeTuKa npenapata TpyBaja® y nayneHToB ¢ HapyleHnem GyHKUMK
reyeHn He M3yyanach.

DapMakoKMHETVKa IMTPULMTAONHA Y NaUMEeHTOB, He UHOGULMPOBAHHbIX BI'B,

C Pa3HbIMK CTeNeHAMU HapyLeHna GYHKLMY NeYeHn He uccnenosanach.

B uenom, papmakoKMHeTVKa IMTPMLUTabMHA y NALMEHTOB, UHOULNPOBAHHbIX
BI'B, 6bina aHanornyHa papmakoKHeTrKe Y 340poBbiX U BUY-uHGMUMpPOBaHHbIX
naLumneHToB.

Pa3zoBan pgo3a 300 mr TeHodoOBMpa An30onpoKcuna dymaparta NpuHUManach
nauuneHTamu, He UHPMLMPOBaHHbIMU BUY, ¢ HapyweHnem GyHKUmMK

nevyeHn pasnnMYHoON cTeneHn no Knaccndumkauyum Yanna-Mbio. Y naumveHTos

C HapyweHnem GYyHKLMMN NeYEHU CYLLECTBEHHBIX NU3MEHEHWI NapameTpoB
bapMakoKUHeTUKN TeHOPOBMPa HE OTMEUANOCh, YTO NPeAnonaraeT oTCyTCTBre
HeobxoaumocTun B Koppekuun no3bl. CpegHue (% CV) 3Hauenna C,,,, n AUC, ...,
TeHodoBMpa cocTasnAnm 223|(34,8%) Hr/mn 1 2050 (50,8%) Hr-u/mn,
COOTBETCTBEHHO, y NL| 6€3 H3pylweHus GyHKLMK neveHn, 289 (46,0%) Hr/mn

1 2310 (43,5%) Hru/mMn y Nl @ HapyweHnem GYHKLUN NeYeHn cpefiHell cTenexu,
1 305 (24,8%) Hr/Mmn n 2740 (44,0%) HIY/MIT Y AL C TAKETbIM HapyLUEHEM
YHKLUN NeyeHn.

MNOKA3AHUA K TIPUMEHEHUIO

Jleyernue BUY-1 uHgpekyuu:

Jleuenune BUY-1 nHpeKumun y B3pOoCbIX B KOMIMIIEKCHOW Tepanuu ¢ Apyrumm
aHTUPETPOBMPYCHBIMM Npenapatamu.

Jleyenne BUY-1 nHPeKUMM y TOAPOCTKOB C 12 fIEeT, MMEIOLNX PE3NCTEHTHOCTD
K HYK/1e031AHbIM MHIMOMTOPam 06paTHOW TPaHCKPWUNTa3bl AN KOTOPbIM He
NOAXOAAT CXeMbl leYeHUA Ha OCHOBE areHTOB NepBOV NIMHUK BCeacTame
TOKCUYHOCTWU.

JlokoHmakmHas npogunakmuka (JKI):

B coueTtaHuu co cnocobamu 6[930nacnoro cekca ana KM c uenbto CHUXeHnA
pyicKa nepeaauu nososbiM nytem BUY-1 nndekumm y B3pocnbix npm
NOBbIWEHHOM pUcKe.

MPOTUBOMOKA3AHUA

= [loBbllWEeHHaA YyBCTBUTENBHOCTDL K AEMCTBYOLMM BelecTBam unm niobomy
ApyroMy KOMMOHEHTY npenapara.

= [leTckuia Bo3pacT Jo 12 neT (3¢pdeKTMBHOCTb 1 6€30MacHOCTb He
ycTaHoBfEHa) (AnA nokasaHuA «JleyeHne BUY-1 undekuyuny).

m [leTckunii Bo3pacT 4o 18 neT (gns nokasaHusa «JoOKOHTaKTHas npodunakTuka

(AKM»).
= [layueHTbl JeTcKoro Bo3pacta Ao 18 neT ¢ HapyLieHVeM GYHKLMUN MOYeK.

|
» [loyeyHas HeQOCTaTOYHQCTb Taxenow ctenenu (KK < 30 MaA/MuH) unn
{
XMH, koraa HeobxoaMmo|npoBeaeHNe remogunanusa (6e3onacHoOCTb He
yCTaHOBJIEHa Y JAHHOW MONyNALMY NMaLMeHTOoB).

= [lepuog rpyaHoOro BCKapMnvBaHus.

m OgHOBpPEMEHHbIN NPUEM C ApYrMMU NpenapaTamu, cogepalymmm
3IMTPULIMTABUH, TEHODOBMP MM APYTMX LUTUANHOBBIX aHArNOroB, TakuxX Kak
namuByaVH (cm. pasgensl «BzaumogencTeue ¢ Apyrmmm nekapcTBeHHbIMU
cpencTBamm» U «Ocobble yKazaHus»).

= OgHoBpeMeHHbIN npvem ¢ agedoBupom (cm. pasaensl «BzanmoaencTene
C APYTMMU NeKapCcTBEHHBIMM cpefcTBamMm» 1 «Ocobble yKazaHUA»).

= Y naumeHToB C AedULUTAM NaKTasbl, HEMEPEHOCUMOCTbIO TAKTO3bl,
rMOKO30-TaflakTO3HOM M{;nba6cop6ume|7|.

= [lpumeHeHne ana AOKOHfaKmoﬁ NPOoGUNAKTUKN Y NNL, C HEU3BECTHDBIM U
nonoxmTenbHbiM BUY-1 ¢TaTycom, NaumeHTam ¢ HapylweHnem GyHKUUN
nouek (KK < 60 mn/muH).

COCTOPOXHOCTbIO

- Y NauueHTOB C caxapHbiM AvabeTom;

- Y NOXWJbiX MayMeHToB (B Bo3pacTe cTaplue 65 ner);

- Yy MauMeHTOB ¢ HapyweHnem GyHKLMM nodek (cm. pasgen «Ocobble
yKa3aHus»);

- Y NauMeHTOB, OHOBPEMEHHO NMPUHUMAIOLLVX APYTe leKapCTBEeHHbIe
npenaparbl: obnagatoLve HeppPOTOKCUUECKNM AeACTBUEM
(amnHornmkosngbl, amdorepuunH B, pockapHeT, raHLMKNoBMp,
NeHTaMUANH, BaHKOMULVH, UHTePNEeNKnH-2, LufodoBmp); HecTepougHble
NPOTVMBOBOCNANMTENbHbIE MPenapaThbl; UHFIMOUTOPBI MPOTEeasbl
BWY, ycnneHHble putoHaBMpom nnn Kobuumctatom (CM. pasgenb
«B3anmogencTeme ¢ 4pyrumu NekapcTBEHHbIMI cpefcTBamu» 1 «Ocobbie
yKa3saHuay);

- Y NauMEeHTOB € YKa3aHUeM Ha 3aboJieBaHVe MeYEeHN B aHaMHe3e, BKIoYan
renatuTbl (cM. pazgen «Ocobble ykazaHuA»);

- COBMECTHbIN Nprem TeHopoBUPa U ANAAHO3MHA HE PEKOMEHA0BaH
(cMm. pasgenbl <B3aumopeicTBre C APYrumm NeKapCTBEHHbIMW CPeACTBaMU»
1 «Ocobble yKkazaHUaA»);

- TpoTuBOBMpPYCHbIE NpenapaThl ANA IeYeHUa BUpycHoro renatuta B (BIB)
(cm. pasfen «B3aumogencTame C Apyrumu nekapcTBeHHbIMU CPeaCTBaMmY);

- NauymeHtam ¢ HapyweHnem GyHKumM nouek (KK < 60 mn/muH)
(nns nokasanusa «MleyeHne BUY-1 nHdekymmny);

- [MaumeHTam C OCTEONOPO30M, MMEIOLLM BbICOKU PUCK NEPESIOMOB.

NMPUMEHEHUE NPU BEPEMEHHOCTU U B NEPUOA FrPYAHOTO
BCKAPMJINBAHUA

bepemeHHOCTb

JlaHHble, nonyyeHHble Ha BbIOOPKe cpefiHero obbema y 6epemeHHbIX

(o1 300 go 1000 ucxopoB 6epeMeHHOCTI), yKa3blBaloT Ha OTCYTCTBUE MOPOKOB
Pa3BUTUA UV TOKCUYECKOTO BO3EACTBUA Ha NAOA/HOBOPOXKAEHHOTO,
KoTopble 6binn 6bl CBA3aHbI C NPUEMOM 3MTpULMTabuHa nnm TeHodosmpa.
WccnepgoBaHmA Ha »KMBOTHBIX HE YKa3blBa/ln Ha TOKCUYECKoe BO3fencTeme
3MTpULUTabMHA 1 TEHOPOBMPa Ha PenpoayKTUBHYIO GyHKLMI0. Takum 06pasom,
Npu HEOBXOAUMOCTU, MOXET BbITb PACCMOTPEHA BO3MOXKHOCTb MPUMEHEHNA
npenapara Tp){Ba,qa@’ BO Bpemsa 6epeMeHHOCTH.

Mepwvog rpyaHoOro BCkapmaneaHuA

WUccnenosaHna NoKasanm, YTo SMTpULUTabUH 1 TEHOOBUP BbIZENATCA
B rpygHOe MONOKO. [laHHble O BANAHMK SMTPULIMTabMHa 1 TeHodoBMpPa Ha
HOBOPOXKAEHHbIX/AeTel HeflocTaTouHbl. [To3TOMY He clieflyeT NPUMEHATbL
npenapat TpyBaga® B Nepuoa KOPMIIEHUA rPyablo.

B uenowm, xeHwmnHam, uHnumposaHHbiM BUY, He pekomeHayeTCcA KOPpMUTb
rpyabto Bo n3bexxaHune nepegaun BUY pebeHky.

DepTuNIbHOCTL

He umeeTcs aaHHbIX 0 BINAHWUM NpenapaTa Tpysaaa® Ha GepTUIbHOCTb

y niogein. ViccnegoBaHna y )XMBOTHbIX He YKasbiBaloT Ha BpeHOe BO3AencTBune
aMTpuymTabrHa unm TeHoboBMpa Ha GepTUIIbHOCTb.

l
CNOoCOBb NPUMEHEHUA N AO3bl

BHyTpb, NpegnoutmtenbHo ¢ efoit. TabneTky HeobXOAMMO NpornaTtbiBaTh
LleNIMKOM, 3anuBas Boaoi. TabneTky Henb3A pas»kesbliBaTb UM pa3namblBaTb.

TabneTky npenapaTta TpyBaga® MOXHO NPUHATL Cpasy Nocie ee pacTBOPeHNA
npuénnsuTesnsHo B 100 M BOAbI, aNeIbCUHOBOTO WM BUHOTPaAHOro CoKa.

HasHaueHue npenapata TpyBaga® LO/MKeH MHULIMMPOBaTb BPay, KOTOPbI nMeeT
onbIT B neyeHun BUY-uHdpekyun.

Ho3bl

B3pocneie u nodpocmku 8 8o3pacme 12 iem u cmapuie U 6eCom He meHee 35 Ka:
1 TabneTka B CyTKM.

Mpogunakmuka BAUY y espocsivix: 1 TabneTka B CyTKU.

B ciiyuae Heo6Xo[MMOCTU KOPPEeKLMK [o3bl MK NpeKpalleHns npuema OgHOro
13 KOMMOHEHTOB Npenapara TpyBaaa®, naumeHTa cnegyet nepeBecTy Ha Npuem
OTAeNbHbIX NpenapaTos aMTpuuUTabrHa unu teHodosupa. Moxanyncra,
06paTUTECh K MHCTPYKLMI MO MEGULIMHCKOMY NPUMEHEHWIO YKa3aHHbIX
npenapaTos.

Ecnu npviem [03bl Gbi1 NPONYLLEH, 1 NPOLLSIO MeHee 12 4acoB OT 06bIYHOro
BPEMEHM MprieMa J03bl, TO MALMEHTY CliefyeT Kak MOXHO CKopee NPUHATb
npenapat TpyBaga® n BepHYTbCA K 06bIMHOMY peXxuMy npruema npenapara.
Ecnu B ciiyyae NponyLweHHoro nprvema Ao3bl npenapata Tpysaga® npoiwno
6onee 12 4acoB OT O6LIYHOTrO BPEMEHU NMPUeMa Npenapara, To NaLneHTy
He crieflyeT NPUHNMATL MPOMYLLEHHYIO 03y, HO HE06XOANMO BEPHYTHCA

K 06bIYHOMY peXumy npuema npenapara.

Ecnu B TeueHue 1 yaca nocne nprema npenapara Tpysafa® BO3HVKNa PBOTA,
cnepyeT NpuHAThL elle OfHY Tabnetky. Ecnun peoTa BozHuKNa 6onee uem uepes

1 yac nocne Npuema npenapata TpyBaAa®, To elie OfiHy TabneTKy NPUHUMATD He
cnegyert.

Ocobble rpynnbl NaLUUEHTOB

MayueHmel noxuno2o so3pacma
Koppekuua ao3bl He TpebyeTcs (cM. pasgen «DapmakoguHamuKa).

HapywieHue gyHkyuu nodex

AMTPULNUTABUH N TEHOPOBMP BBIBOAATCA U3 OPraHM3mMa C MOYOW, MO3TOMY

y L C HapyLueHviem GyHKLUMM NoYeKk oTMevaeTcsa 6onee AnnTelbHbIV Neprog
BbiBeA€HUA SMTpULUMTabuHa n TeHodoBmpa (cm. pasgensl «DapMaKoKMHETUKa»
1 «Ocobble yKkazaHusy).

B3apocble ¢ HapyweHuem yHKYUU noyex:

Mpenapat Tpysaaa® cnegyeT NPUMEHATb y oTaenbHbIX nnt ¢ KK < 80 ma/muH,
€CNN NOoTEeHLMabHasA NONb3a NNeYEHNs CYNTAETCA NPeBblLLAIoLLEN
noTeHumanbHbli puck. Cm. Tabnuuy 1.

PekomeHpaLm OTHOCMTENbHO AO03MPOBOK ANA OTAENbHbIX NNl
C NOYeYHOI HeAOCTaTOYHOCTbIO

NOBOYHOE AENCTBUE
Kpamkue 0aHHeie o npoghune 6eonacHocmu

BUY-T uHeryus

Cpeau No6oUHbIX peakuuii, BO3MOXHO CBA3AHHbIX C SMTPULMTABUHOM n/unn
TEHOPOBUPOM, B OTKPbITOM PaHLOMU3MPOBAHHOM KIIMHUYECKOM UCCNIe[0BAaHUN
B3POC/IbIX YaLLe BCero coobuanochb o TowHoTe (12%) n guapee (7%). Mpodpunb
6e30MacHOCTM SMTPULMTabUHA U TEHOPOBMPA B 3TOM UCCIefOBaHUN
COOTBETCTBOBAN NpeablayLemy ofbITy NCMONb30BaHUA 3TUX NPENapPaTos., Korga
Kakblil N3 HUX NPUMEHANCA C APYTVIMIA aHTVPETPOBUPYCHBIMM NpenapaTamu.

JokoHmakmH+as npopunakmuka

B xofe AByX paHAOMM3VPOBaHHbIX MaLe60-KOHTPONNPYEMbIX NCCEA0BaHMNIA

c yyactuem 2830 HenHULMpoBaHHbIX BUY-1 B3pocnbix fnL, KOTopble nonyvanu
npenapat TpyBaga® oAnH pas B CYTKU B KaUeCTBe JOKOHTAKTHOW NpodunakTukm,
HNKaKMX HOBbIX HeXenaTenbHbiX peakunii B CBA3N C MPUeMoM npenapara
TpyBaga® BoisiBfeHO He 6b10. MNauneHToB HabnoAanmn B CpeHem B TeueHne

71 1 87 Hefenb, COOTBETCTBEHHO. Hanbonee 4acToi HexenaTenbHON peakumen
B rpynne npenapara TpyBaga® o4HOro U3 uccnenoBaHuil 6bina ronosHas 6ob

(1 %).

JlaHHbie 0 no60oYHbIX peakyusx 8 8ude cBOOHbIX Mabiuy

Mo6ouHble peakuun, HabnaaBLWNEeCA B KITUHNYECKUX UCCNIELOBAHKAX

1 B PYTUHHOWN KNMHUYeCKon npakTuke y BUY-1 nHpmumnpoBaHHbIX NaLyeHToB,
paccmaTpuBaemble Kak BO3MOXKHO CBA3aHHbIE C KOMMOHEeHTamMu npenapara
TpyBaga® npusoaaTcsa HUxe (Tabnvua 2) no Knaccam CMCTeM OpPraHoB

1 YacToTe. B pamMKax Kaxkgow rpynnbl no YactoTe noboyHble peakLun
npuBefeHbl B NOPSAKE YMEHbLUEHNA cepbe3HOCTU. [To6ouHble peakLym no
yacToTe onpeaensalTCsa Kak: oueHb YacTo (= 1/10), yacTo (oT = 1/100 go < 1/10),
HeuacTo (oT = 1/1000 go < 1/100) u peako (ot = 1/10 000 go < 1/1000).

Ta6bnuua 2

Mo6GouHble peakynm, acCOLUMPOBaHHbIE C Npuemom npenaparta Tpysaga®
1 OTHOCALLMECA K OTAENbHBIM KOMMOHEHTaM Nnpenapara, Ha OCHOBaHUN
KANHUYECKOro UCCNefoBaHNA U NOCTPErncTpaLoHHOro aHanusa.

Yacrto HewitponeHua

Heuvacto AHemna?

OHbI UMMYHHOU CUCmemb:

Annepruyeckas peakumna

QueHb yacto Mnogocpatemns’
YacTto lwnepravkemus,

runepTpuravuepuaemna
Heuvacto Mnokanuemuns'
Pegko JlakToauunpos

Heo6bluHble CHOBMAEHMA,
6eccoHHuua

lapyieHus co CMOPOHs! HEPBHOU cucmembl:

OueHb YacTo lonoBHas 6o1b TonoBoKpyxeHne

TonosHas 6onb

lonoBokpyxeHve

OueHb vyacTo [napes, TolWHOTa [lnapesn, pBoTa, TOWHOTA

Yacto O6uiee nosbllWEHNE aKTUBHOCTN Bonu B XXn1BOTe, B3JyTUE, METEOPU3M
amuassl, B TOM Yncne ammnasbl
Nof>KeNnyaoUHON Xenesbl,
MOBbILWEHVEe aKTVUBHOCTY Nasbl,
pBOTa, 6onn B XMBOTE, AUCNENcun
Heuacto NaHKkpeaTut

|
MoBblweHVe akTUBHOCTU

MosbiweHve akTnsHoctn ACT
n/vunun ANT, runepounupybuHemMmnsa | «neYeHOUHbIX» TPAHCaMVHa3
Pegko

»Knposas AncTpodus nevexu, renatut

DYLLEHUS CO CMOPOHbI KOXU U NOOKOXHbIX MKaHel:

OueHb yacTo KoxHas cbinb

YacTo BesukynobynesHas, nycTynesHas,

MaKynonanynesHas Cbifb, KOXHasn

CbiMb, KOXHbIIA 3yA, KPaNnMBHMLUA,

V3MEHEeHMe LIBETa KOXU (ycuneHue !

nurmeHTaunm)? {
Heuvacto AHIMOHEBPOTUYECKNIA OTEK? ]
Peako AHIMOHEBPOTUYECKNT OTEK

HapyuieHus co cmopoHbt CKeMeMHO=MbIUEYHO U COeTUHUMENbHOU MKaH,

OueHb YacTo MoBbllweHe akTUBHOCTU

Jleuenne BUY-1 nndpekunmn D oKOHTaKTHasA npodmnakTnka

HapyweHusa yHkumn
roYeK Nerkow cTenexn
(KK 50-80 mn/mun)

OrpaHuyeHHble AaHHble,
nosnyyeHHble B pesynbrate
KIMHUYECKUX NCCeAoBaHuUi,
CBUAETENbCTBYIOT B NONb3Y
COXpaHeHus pexnma
[103VpOBaHysA Npenapata
TpyBaga® oaviH pas B CyTKM

(cm. pasgen «Ocobble yKasaHusy).

OrpaHuYeHHble JaHHble,
NonyyYeHHble B pesynbrare
KIVHWUYECKNX NCCnejoBaHuiA,
CBMAETENbCTBYIOT B NOJIb3y
COXpaHeHWA pexnma A031pPoBaHNA
npenapata Tpysaaa® oAvH pa3

B CYTKU HeNH$MLIMPOBaHHBIMMN
nauveHTamu ¢ KK 60-80 mn/mMuH.
Mpvem npenapat TpyBapa® He
pekomeHgoBaH nauueHTam ¢ KK

< 60 MA/MUH, HEUHGULMPOBAHHbBIM
BWY-1, B cBA3M C OTCYTCTBUEM
[aHHbIX Y AaHHOW nomynAaunmn

(cm. pazgennbl «PapmMakoKUHETHKa»
1 «Ocobble ykazaHuay).

KpeaTuHK1Ha3bl i
Heuacto Pa6gomuonus', mbilweyHasa cnabocTy'
Ta6""“a 1 Penko OcTteomansayusa (nponaﬁmomaﬂm
6onAMM B KOCTAX 1 Nepenomamu
KOCTel B OTAeNbHbIX Cnyyanx)',
muonaTtus'
HapyuieHus co cmopoHs! 1
HeuacTo MNoBbileHne KpeaTUHMHa,
NpOTenHypus, NpoKCUManbHas
Tybynonartus, BK/o4aa CMHAPOM
DaHKoHU {
Penko MoueuHasn He,qocraTouHBCTb (ocTpan

N XPOHWYECKas), OCTPblit TYOYNAPHbINA
HEKpPO3, HeppuT (B TOM YUACSIE OCTPbIN
MHTEPCTULMaNbHBIN HedpuT),

HedporeHHbIil HecaxapHbiil Anabet
S _ !

OueHb YacTo AcTeHuna

Yacto Bonb, acteHna

Mpuem npenapata Tpysaaa®
Kakable 48 yacos
peKkomeHgyeTcs No
pesynbTaTam MOAENNPOBaHUA
$apMaKOKUHETNUECKNX AaHHbIX
Ppa3oBoM 403bl SMTPULMTabUHA
1 TeHodoBYPa Yy AOOPOBOIbLIEB,
He uMmetowmx nHdekuun BUY,

C pa3Hoi CTeNeHblo HapylleHns
dYHKLMN noyek (cm. pasgen
«Ocobble ykazaHUA»).

HapyuweHus GyHKuun
royueK cpefiHei cTeneHn
(KK 30-49 mn/muH)

Mpuem npenapata Tpysaaa®
He PEKOMeHA0BaH AN AaHHON
nonynauuu.

Mpenapat TpyBaga® He
pEeKOMEH[IOBaH, Tak Kak

C KOMBVHNPOBaAHHOM TabneTKol
Henb3a JOCTMYb HEOBXOAUMOTro
YMeHbLUEHUA 4O3bl.

MNprem npenapata Tpysaga®
He peKOMEH/0BaH AN AaHHOW
nonynauyuu.

HapyweHua dyHKLun
NOYEK TAXKENOW cTeneHn
(KK < 30 MA/muH) 1
naumneHTbl, Haxoaawmeca
Ha remofmanuse

Jlemu c HapyweHuem (yHKUUU novex

MpuMeHeHne npenapaTa He pekoMeHAyeTcA y fuL B Bo3pacTe Jo 18 net
€ HapyLlweHvieM byHKUMM novek (cm. pasaen «Ocobble ykazaHuaA).

Hapywerue ¢yHkyuu neyeHu

KoppeKuusa ao3bl y NayneHToB ¢ HapylueHnem GyHKLUM neyeHmn He TpebyeTcs
(cm. pasgenbl «<DapmakokuHeTrKa» U «Ocobble yKasaHus»).

Jemu

JdPpeKTUBHOCTL 1 Ge30nacHOCTb NPYMeHeHNA Npenapata Tpysaaa® y aetein Ao
12 neT noka He ycTaHoB/eHa (cM. pasfen «DapMakoKNHeTUKa»).

'Yka3aHHaa No6oUHaA peakUms MOXeT NOABUTLCA KaK ClefiICTBUeE NPOKCUManbHoi TyGynonatun.
B OTCYTCTBME AAHHOTO COCTOAHMA CYNTAETCH, UTO BOHUKHOBEHME YKa3aHHOM NOBOUHOI peakunn
He HOCUT XapaKTep NPUYUHHO B3aNMOCBA3M C NPUMeHeHeM TeHopoBMpa. }

lpn NpUMeHeHVN SMTPULMTabNHa y AeTel aHeMUA HabIofanach YacTo, a U3MEHEHME|LIBETa KOXN
(y4acTKu FUNEprrMeHTaLiam) oyeHb YacTo.

3Mo6oyHan peakuns Gbina ycTaHOBNEHa BO BPEMA NMOCTPErnCTPaLMOHHOro HabnioaeHu!s, Ho He
perncTprpoBanach B PaHAOMM3NPOBAHHBIX, KOHTPONUPYEMbIX KIMHUHECKUX UCCNe[0BaHNAX

€ y4acTem B3pOCAbIX MU KNUHNYECKUX UCCIeA0BaHUAX C MPUMEHEHNEM 3MTpmuMTa6y|Ha

c yuactuem BUY-nHGULMPOBaHHbIX A€TEN, AN B PAHAOMU3MPOBAHHbIX KOHTPOIMPYEMbIX
KNNHUYECKIX NCCNEeA0BaHNAX, WY B paclupeHHO nporpamme AoCTyna K TeHoposupy. HactoTa
onpenenanack METOAOM CTATUCTUYECKOTO pacyeTa, NCXofA 13 06Wero Yncna nayumeHTos, Nony4aBLmnx
SMTPULMTABUH B paHAOMU3UPOBAHHBIX KOHTPONMPYEMbIX KNTMHUYECKUX nccnegosaHuax (n=1563)

WM TEHODOBMP B PAHAOMM3MPOBAHHBIX KOHTPONMPYEMbIX KIIMHUYECKIX UCCEA0BaHUAX

1 B pacluimpeHHoi nporpamme foctyna (n=7319). i

OnvicaHue oTaenbHbix NOBOYHbIX peakunii

Hapywerue gyHKyUU noYek

Mockonbky npenapat TpyBaaa® MOXeET NPMBECTY K HapyLUeHNIo GYHKLMM MoYek,
peKoMeHayeTCA KOHTPONMPOBaTh UX GyHKLMIO (CM. paspaen «Ocobble yKasaHuUA).
MpokcrmanbHas TybynonaTus, Kak NpaBuIo, ncyesana uay oTMmeyanocb
ynyuLleHne nocne oTMeHbl TeHopoBrpa. Tem He MeHee, y HekoTopbix BAY-1
MHOULMPOBAHHbIX NALMEHTOB, OTMEHA TeHOGOBMPANPNBOANNA K HEMONTHOMY
BOCCTaHOBJIEHNIO CHUXeHHOro ypoBHA KK. MNauneHTb ¢ puckom passuTtus
NoYeYHON HeAOCTATOUHOCTU (HanpuUmep, NaLNEHTbI C UCXOAHBIM PUCKOM
NoYyeyHoN HelOCTaTOYHOCTH, conyTcTByowan BUY-uHdekuma, conyTcTByowan
Tepanua HeGPOTOKCUYHBIMIK MpenapaTamy) HaxoAATCA B rpynne NnoBblLUEHHOTO
pUCKa HeNONHOro BocCTaHOBAEHNA GYHKLMM NOYEK, HECMOTPA Ha OTMEHY
TeHodoBUpa (cM. pazgen «Ocobble yKazaHUs»).

B3zaumoodelicmaue ¢ OUOAHO3UHOM

OpHoBpeMeHHOoe NpuMeHeHe TeHoGoBMPa N ANAAHO3NHA He PeKOMeHAYeTCS,
TaK KaK 3TO NPMBOAUT K MOBbILEHWIO CUCTEMHOTO BO3AeNCTBUA AMAAHO3MHA

Ha 40-60%, UTO MOXeT YBeIMUYNTb PUCK BOHUKHOBEHMA MOOOUHbIX peaKkLuii,
CBA3AHHbIX C AUJAHO3MHOM (CM. pa3aen «Bzaumogenctave ¢ gpyrumu
NeKapCTBEHHbIMU CpeacTBaMm»). Pegko cooblanock o cnyyasax NaHkpeatnta

W NTAaKTOaLMU03a, MHOTAA C NeTanbHbIM MCXOLOM.

lMNapamempel memabonusma

B x0fie aHTUPETPOBUPYCHO Tepanumu Macca Tena, ypoBHU TMNU0BE U FII0KO3b
KPOBW MOTYT YBENUUMBATHLCA.

CUHOPOM B8OCCMAHOB/IEHUS UMMYHUMEMA

Y BUM-nHOULMPOBaHHbIX MAaLMEHTOB C TAXKesNioi dopmoi ummyHoreduumTa

Ha MOMEHT Havana KOMOBVHMPOBAHHOW aHTUPETPOBUPYCHOW Tepanuu MoxeT
BO3HWKHYTb BOCNaNUTeSIbHasA peakLmsa Ha aCMMNTOMATMUECK/e UM OCTaToUHble
onnopTyHUctTuyeckre nHdekumm. Takxe coobLanoch 06 ayTOUMMYHHbIX
HapyweHuax (Taknx Kak 6one3Hb peliBca); 0AHAKO AaHHbIE O BPEMEHM Havana
TaKWX ABMEHUIN CUNTbHO PA3HATCA, U 3TV CNTyYaun MOF/IA UMETb MeCTO CryCTA
HEeCKOJIbKO MecsLEeB Nocsie Havana nedeHus (cm. pasgen «Ocobble ykasaHua»).

OcmeoHekpo3

CoobLwanoch o clyyaax OCTEOHEKPO3a, B YaCTHOCTU Y NaLMeHTOB

¢ obuensBecTHbIMU GaKTOpamMu pUcKa, nosgHen ctagnen BUY-uHpekunn nnm
LNUTENBHBIM MPUEMOM KOMBUHNPOBAHHOW aHTMPETPOBUPYCHOM Tepanuu.
YacToTa BO3HUKHOBEHUS YKa3aHHOTO ABNEHNA HeV3BecTHa (CM. pasgen
«Ocobble yKazaHuA»). ‘

emu

B pononHeHune K HexkenaTeslbHbIM pPeaKkLUMaAM, O KOTOPbIX coobwanoch npu
JIeYeHUU B3POCbIX NaLMeHTOB, aHemus (9,5%) n obecuseunBaHme koxu (31,8%)
yale HabnAANNCH B KNMHUYECKUX NCCNIeIOBaHNAX BMTpULMTabrHa Y fieTen

(B BO3pacTe ot 4 mecAueB o 18 neT), uem y B3pocbix (cm. pazgen «MobouHoe
gencreune», TabnuuHoe pestome HexXenartesbHbIX peakuui).

HexenaTenbHble peakLiuu, Habniogaemblie y MaLUMeHToOB AETCKOro BO3pacTa

(oT 2 po <18 neT), NonyyaBWKX neyeHue TeHodOBMpPa AN3OMNPOKCKA
dymapaTom, COOTBETCTBOBaNM TEM, KOTOpble Habnioaanuch Npu KNMHNYECKNX
nccnegosaHuax TeHodoBrpPa AM3onNpoKcuna dymapara y B3pocnbix (CM. pasgen
«Mob6ouHoe fencTBue», TAbNNYHOE pe3tome HexenaTeNbHbIX peakLuunn).

B KnuHuyeckux nccnegosaHuax BUY-1 MHGMUMPOBAHHbLIX NALMEHTOB AETCKOTO
BO3pacTa oT 2 Ao <18 net n BB uHdrLmMpoBaHHbIX NOAPOCTKOB B BO3pacTe

12 neT go <18 net, coobLaNOCh O CHXKEHUN MUHEPAJIbHON MAOTHOCTU KOCTEN
(MMK) y nauveHTOB, Nosly4aBLlumx TeHodposupa Ansonpokcuna pymapat

(cm. pazgen «Ocobble ykazaHuay).

89 B/Y-1 nHOUUMPOBaHHBIX NaLMEHTOB AEeTCKOro Bo3pacTa (AnanasoH oT 2 Ao
15 neT) nonyyanu TeHopoBMpa AN30NPOKCUMI pymapaT B CPefHEM B TeYeHNe

313 Hegenb. YeTbipe NaumeHTa NpeKkpaTuiv IeYeHne B CBA3N C HeXenaTeNbHbIMU
peakuuaMy, COOTBETCTBOBABLIMMM Ty6ynonaTtuy NpoKCUManbHOro Tuna.

[lpyeue ocobnle 2pynnel nauueHMos8

Jluya ¢ HapyweHuem pyHKYUU noyex

MocKonbKy TEHOGOBMP MOXKET Bbi3biBaTh MOPAKEHNE NOYEK, B3POCIIbIM
NNLAM C HapyweHreM GYHKLMI NoYek, NpUHMMaloLym npenapat Tpysaaa®,
peKOMeHAYEeTCA NMOCTOAHHbIA KOHTPONb GYHKLMW NoYek (cm. pasgenbl
«Ocobble ykazaHusy» 1 «Cnocob npumeHeHUA 1 A03bi»).

Ko-uHepexyusa BUY/BIB unu BUY/BI'C

Mpodunb 6e3onacHOCTY 3MTpULMTabrHa 1 TeHo$OBKpPa Y OrpaHNUYEHHOro
konuyectsa BUY-uHMLUMpPOBaHHBIX NaLMEHTOB, KOTOPble KO-UHPULIMPOBaHbI
BB unu BI'C, 6bin cxo ¢ npodunem 6e30nacHOCTU, KOTOPbI Habntoganca

y NaLMeHToB, UHGMLMPOBaHHbIX TONbKO BUY. Tem He meHee, Kak 0XX1ganocb,
nosblweHne akTueHocT ACT 1 AJIT y faHHOW rpynnbl NaLMeHTOB BCTPeYanmcb
yaule, yem B o6wen nonynaumum BUY-nHGMLUMPOBaHHbIX MALUEHTOB.

O6ocmpeHus 2enamuma nocsie NpekpPaujeHuUs 1e4eHus

Y naumeHToB ¢ conyTcTByiowe nHdekunen BIB otmeuannch KnnHnyeckne
1 nabopaTopHble NPU3HaKM 060CTPeHNA renaTuTa Nocse npekpalieHna neyeHns
(cm. pasgen «Ocobble yKazaHWsA).

MNEPEAO3UPOBKA

B cnyyae nepefo3upoBku TpebyeTca MeauLMHCKOe HabniofeHne ana
BbISABNIEHVISA MPU3HAKOB TOKCUYHOCTU U, 8C/IN HEOBXOAUMO, MTPUMEHeHne
CTaHAapPTHOrO NOAAEPMKUBAIOLLETO NIEHEeHNS.

o 30% f,03bl SMTPULUTabUHa 1 NpubnnsnTensHo 10% Jo3bl TeHopoBMpPa
MOTYT 6biTb BblBeIEHbI C MOMOLLbIO reMoaunanusa. HenssecTHo, BbIBOAUTCA
SMTPULMTAOVH nnn TeHopoBUpP NyTeM NepUTOHeaNIbHOro Ananmnsa.

B3AUMOAENCTBUE C APYTUMU ﬂEKAPCTBfHHbIMI/I
CPEACTBAMM

WccnepoBaHua B3anmoencTens 6binn npoBeAeHbl TOJIbKO Y B3POCbIX.

MockonbKy B NpenapaTe TpyBaga® COAEPXKUTCA SMTPULUTABUH 1 TeHOPOBMP,
BCEe CNyyau JIEKAPCTBEHHOTO B3aMMOAENCTBISA, BbISBNIEHHbIE C STUMMN aKTUBHbIMMN
BelecTBamMu, MOTyT BO3HMKATb TakXke Npuv NpuMeHeHnn npenapata Tpysaaa®.
Mprem smTpuunuTabuHa BMecTe ¢ TeHOGOBMPOM He BNNAS Ha papMaKOKUHETUKY
amTpuynTabuHa 1 TeHo$poBUpa B PaBHOBECHOM COCTOAHMU, B OTANYVKE OT
npviema Kaxgoro npenapara B OTAe/IbHOCTU.

NccnepgoBaHua in vitro, a Takke KNMHUYeCKUe nccnegoBaHunsa
bapmMaKkoKMHETNYECKMX B3aUMOLENCTBUN NOATBEPANIN HU3KYIO BEPOATHOCTb
CYP450-0MocpefoBaHHbIX B3aUMOAENCTBUN MeXAY SMTPULMTabNHOM

1 TeHodOBMPOM C APYTrUMY NEKAPCTBEHHbIMY MpenapaTamu.

OnHoBpemMeHHOe NPUMEHEHWE HE PEKOMEHOBAHO

Mpenapat TpyBaaa® He cneayeT NPUMEHATb OJHOBPEMEHHO C APYTMM
npenapaTtamu, Cofiep>KalMu SMTPULUTabUH, TeHOPOBKPa AN3ONPOKCUI
(B popme dymapaTa), TeHoPoBUpa anadeHamua Unu fpyrve LUTUanHoBble
aHanory, TakUMm Kak nammByauH (cM. pasgen «Ocobble yKasaHusy).

Mpenapat TpyBaga® He crieayeT NpUMeHsATb OAHOBPEMEHHO C agedoBupa
AVMUBOKCUIIOM.

JJuoaHo3uH

OpHOBpPEMEHHOoe NpumeHeHne npenapata TpyBaga® u AnaaHo3nHa He
pekomeHayeTcs (cM. pasgen «Ocobble ykasaHua» n Tabnuuy 3).

ﬂeKapcmeeHHble cpeacmsa, Komopeole 8b1800MCA NOYKAMU

MocKonbKy SMTPULMTa6bUH 1 TEHOPOBMP BbIBOAATCA MPENMYLLECTBEHHO
MouKamu, COBMeCTHOe NpuMeHeHmne npenapata Tpysaga® C neKapCTBeHHbIMU
npenapaTtamu, CHUXKaoWUMU NOYEUHYI0 GYHKLIMIO UK KOHKY PUPYIOWNMI

33 aKTUBHYIO KaHasIbLEBYIO CEKpeLmto (Hanpumep, C 4nA0HOBNPOM), MOXET
NOBBICUTb KOHLIEHTPALIMIO B CbIBOPOTKE IMTpULUTabuHa, TeHodoBrpa n/nnm
COBMECTHO Ha3HAYaeMbIX JIeKapCTBEHHBIX MPemnaparos.

Heo6xopumo nsberatb NpuMeHeHVs npenapata TpyBaga® c 0o4HOBPEMEHHbIM
VAN HeAAaBHUM NPUMeHeHeM HepPOTOKCNUECKIX JIeKapCTBEHHbIX MpenapaTos
(Hanpumep, ammHoOrNMKO3KAOB, amdoTepuLHa B, dockapHeTa, raHUMKNOBMPA,
neHTaMMUAMHa, BaHKOMULMHA, unaodboBupa 1 HTepnenknHa-2) (cm. pasaen

«Ocobble yKkazaHuUs»).

Apyaue 83aumodeticmeus

B3anmopencTBua mexay npenapatom Tpysana® unu ero otTaeNbHbIMU
KOMMOHEHTaMV 1 APYTMI NleKapCTBEHHbBIMU Npenaparami, NpeacTaBeHbl
Huke B Tabnuue 3 (ysennueHre 0603HaueHo «1», yMeHbLLeHne — «|», OTCYTCTBUE
M3MEHEHWIA — «—>», iBa pa3a B CyTKM — «b.i.d.» 1 opuH pa3 B cyTku — «qg.d.»). Mpw
Hanuuum 90% aosepuTenbHOro HTepsana (W) oH ykasaH B cKobKax.

Ta6bnuua 3

BzanmopgeiicTBne mexay npenaparom TpyBaga® nam ero otaesibHbIMMN
KOMMOHEHTaMM 1 ApYrumu NeKapcTBeHHbIMU NpenapaTamm

JlekapcTBeHHbIN Np pat
Mo TepaneBTUHECKNM
HanpasBneHnAMm

Cpe

Ha ypoBHM
npenapara

AHee NPOLeHTHOoe

nameneHnue AUC, Cmax,
Cmin c90% poBepuTenbHbIM
WHTEpBasioM, ecnu UMeeTCA

(mexaHu3Mm)

PekomeHAaALNA OTHOCUTENbHO
OfHOBpPEMEeHHOro
{eHNA ¢ NpenapaTom
Tpyeapa® (200 mr
smTpuyuTabuHa, 245 mr
TeHodOBMpPa AN30NpoKCUNa)

P

MpoTuBOBMPYCHbIE NP partbi gnan

BupycHoro renatuta C (BIC)

JNlekapcTBeHHbIl Npenapat
no TepaneBTUYECKUM
HanpaBneHuAM

BnnAHune Ha ypoBHU
npenaparta

CpepHee NpoLeHTHOE
nsmeHenune AUC, Cmax,
Cmin ¢ 90% pgoBepuTENbHbLIM
NHTepBanom, ecnu nmeetca

PekomeHAaLNA OTHOCUTENbHO
ofHOBpeMeHHOoro
npuMeHeHUs C NpenapaTom
TpyBapa® (200 mr
amTpuumnTabuna, 245 mr
TeHodpOBUpPa AN30NpPOKCUNa)

Neannacsup/Codpocbysunp
(90 mr/400 mr g.d.)
AtaszaHaBup/PuToHaBnp |
(300 mr q.d. /100 mr q.d.) +
SmTpuunTabur/TeHoposupa
ansonpokcuna pymapat
(200 mr/300 mr 1 g.d.)!

AUC:

Craxs &>

AUC: <

Crnax:

AUC: <

Crriaxt €

AUC:

Crnax: &

AUC: &
Crnaxt <
Chint &
TeHodo
AUC: &

JNlegnnaceup:

AUC: 196 % (174 po 1121)
Crnax: 168 % (154 po 184)
Conin: 1118 % (191 o 1150)

Codocbysup:

GS-331007%

Cin: 142 % (134 o 149)

AtasaHasup:

Coin: 163 % (145 po 184)

PutoHaswup:

Conn 145 % (127 po 164)

IMTPULUTABUH:

BUp:

Conaxt 147 % (137 0 158)
Corin: 147 % (138 0 157)

MoBblWweHHbIe KOHLEHTPaL M
TeHodoBMpa B Nna3me

B pe3ynbTaTe COBMECTHOTO
npuema TeHodosmpa
au3oNpoKCun pymaparta,
nepunacsupa/copocbysupa

1 aTa3aHaBMpa/pyTOHABMPa
MOKET YCUIUTb HeXenaTenbHble
ABNEHUA, CBA3aHHbIE

c TeHO$OBVPa AN30MNPOKCUNA
dymapaTom, BKNlo4an HapyleHua
byHKUMK nouek. besonacHoCTb
TeHopOBMPa AN30MPOKCUNA
bymapata npum Ncnonb3oBaHNn

¢ neaunacsupom/codpocbysnpom
n yeunutenem GapmMakoKMHETUKN
(Hanpumep, PUTOHaBUPOM UNK
KOBULMCTATOM) He yCTaHOBMNEHA.

CnepyeT oCTOPOXHO
NCroMb30BaTh 3Ty KOMBUHALMIO,
4acTo KOHTPONMPYA

byHKUMIO NoYek, ecnu apyrue
anbTepHaTUBbI OTCYTCTBYIOT

(cm. pasgen «Ocobble yKasaHua).

TeHodoBMpa fusonpokcuna
dymapar (300 mr g.d./100 mr
q.d./300mr q.d.)

AUC: | 25% (| 42-|3)
Conax | 28% (| 50-15)
Conin: | 26% (] 46 -1 10)

TeHodoBUp
AUC: 1 37%
Conax: T 34%
Conin: T 29%

ArasaHaBup/PutoHasup/

B3anmopeicTaue He U3y4anoch.

(mexaHu3m)
NPOTUBOUHDEKLIUOHHbBIE
AHTUpETPOBUPYCHbIE CPEACTBA i
{
WHrnéutopbl npoTeasbl |
Arasanasup/PutoHasup/ AtasaHasup Koppekuuu ao3sbl He TpebyeTca.

YBenuuyeHHas 3KCNo3nuus
TeHopOBUPA MOXET yCUNnBaTh
cBf3aHHble C TEHOPOBNPOM
HeXenaresibHbie ABNeHUA,
BK/NIOYaA MaToNorunio noyek.
Heobxoanmo TwatesbHo
KOHTPONVPOBaTb GYHKLNIO
nouek (cMm. pazgen «Ocobble
yKasaHus).

Neavnaceup/Copocbysnp
(90 Mr/400 mr g.d.) +
[apyHaBup/PutoHasup

(800 mr q.d./100 mr g.d.) +
3MTpmuMTa6MH/TeHo¢osmba
nM30MpoKcuna pymapar
(200 mr/300 mr q.d.)’

Jleguna
AUC: &
Crnaxt <>

Crnin: €

Crnaxt <>
Conint <>

Conaxt ©

Crnint &

PutoHa

Crrax: <

Conaxt ©

Conin: ©

cBUp:

TNepunaceup:
AUC: |27 % (oT |35 no |18)
Crnax: {37 % (0T |48 po |25)

GS-331007%
AUC: &

HapyHasup:
AUC: &

BUP:

AUC: &

Conin: 148 % (07 134 10 163)

SMTPULMTAONH:
AUC: &

TeHodoBuUp:

AUC: 150 % (oT 142 o 159)
Conax: 164 % (0T 154 10 174)
Conin: 159 % (OT 149 fi0 170)

MoBbllLEHHbIE KOHUEHTpaLun
TeHodoBMPa B Nlasme

B pesynbTaTe COBMECTHOMO
npuema TeHodpoBUpPa
nusonpokcuna dymapara,
negunaceupa/copocbysunpa

1 japyHasupa/puToHaBupa
MOXET YCUANTb HeXXenaTeNbHbie
peakumu, ceAsaHHble

c TeHoGOBUpPa JU30NPOKCMNA
bymapaTom, BKIOUaAA HapylLeHNs
byHKUMK nouek. BeonacHocTb
TeHodOBMpPa AU30NPOKCUna
dymapaTta Npu NCNonb3oBaHUN

¢ negunaceBupom/codpocbysmpom
1 ycunutenem GapmakoKMHeTKN
(Hanpumep, pUTOHaBUPOM UK
KOBULIMCTATOM) He YCTaHOBNEHa.

CnepyeT OCTOPOXHO
MCNoNb30BaTh 3Ty KOMOMHALINIO,
4acTo KOHTpONUPYA

bYHKLMIO NoveK, ecnn apyrue
anbTepHaTNBBI OTCY TCTBYIOT

(cm. pazaen «Ocobble yKasaHus»).

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

fNlonvHaeup/PuTtoHasup/
SMTpuunTabuH

B3avmopgeicTBuMe He U3yuanochb.

SMTPMUNTa6UH |
NapyHasnp/PutoHasup/ HapyHasnp ‘ KoppeKLuu ao3bl He TpebyeTcs.
TeHodoBupa frsonpokcuna AUC: & | MosblweHHas 3KCno3nuusa
¢dymapart (300 mr q.d./100 mr | Crpin: > J TeHO(OBMPA MOXKET yCUNnBaTb
g.d./300 mr g.d.) anodioBap \ no6ouHble peakLnm, CBA3aHHbIE
AUC:122% | C TEHOPOBUPOM, B TOM
C.. '.T 37% | yncne HapyleHve paboTbl
i | nouek. Cnefyer TWatenbHO
DapyHasup/Putonasup/ Baammoneﬁlaéme He 13yyYaniocb, | KOHTPOIMPOBaTL GyHKUMIO
IMTPUYUTA6UH nouek (cm. pasgen «Ocobble
yKasaHus»).
NonuHasup/PutoHasup/ JlonuHasup/PutoHasnp Koppekuuu fo3bl He TpebyeTca.
TeHodoBMpa An3onNpokcuna AUC: YBenuueHHana sKcno3numna
dymapart (400 mr b.i.d./100 Mr | Crax: ¢ | TeHoHOBUPa MOXET yCUNNBaTb
b.i.d./300 mr q.d.) Cinint < } cBsi3aHHble C TeHOGOBNPOM
Teroosup HeXXenaTesibHble ABNeHNs,
BKJ/IIOUAA MaToONOrMIo NOYeK.
éUCI:L32% 4 ?5 -rad) Heobxoaumo TuwatenbHo
max?

KOHTPONVpoBaTh GyHKLMIO
nouek (cm. pasgen «Ocobble
yKazaHua»).

Hvkneo3maHble UHIM6MTODLI 06PaTHO TPAHCKPUNTa3b!

Ownpano3nt/TeHodposupa
Ausonpokcuna pymapar

OpHoBpeMeHHoe NpUMeHeHne
TeHodoBUPaA W AuAaHO3NHA
npusoauT K 40-60%
MOBbLILIEHUIO CUCTEMHON
3KCMO3MUMM AUAAHO3MHA, YTO
MOXET yBeNnmumBaTb puck
CBSA3aHHbIX C JUAAHO3VHOM
HeXKenaTenbHbIX ABNEeHNN.
CoobLwanock 0 HevacTbiX,
VHOrAa neTanbHbIX, Cny4anx
naHKpeaTuTa 1 nakToauugosa.
OpHOBpeMeHHOe BBefieHne
TeHodOBUPa U ANAAHO3MHA

B fo3e 400 Mr B CyTKM 6bls10
CBA3AHO CO 3HAUUTENbHbIM
yMeHblUeH\eM KonuyecTsa
knetok CD4, BO3MOXHO,

B CBA3W C MEXKJIETOUHbBIM
B3aumopgencTemem,

4TO NoBbIWaeT
dochoprnmpoBaHHbIi

(TO €CTb aKTUBHbIN) ANJAHO3UH.
YMeHblLeHVe JO3NPOBKN
AugaHo3nHa Ao 250 mr,
KOTOpas BBOAUTCA BMecTe

¢ TeHodoBUPOM, BbINO CBA3AHO
C COOBLLEHNAMM O BbICOKON
yacToTe BUPYCONOrnyeckn
HeyfayHoro neyeHns npu
HECKONbKNX NCCNeA0BaHHbIX
KOMOUHaUuAX ANA neyeHva
BWUY-1 uHpekLmn.

[naaHo3uH/IMTpuunTabuH

B3avmopelicTene He n3y4anoch.

OpHOBpeMeHHOe NpuMeHeHne
npenapata TpyBaga®

M OUAaHO3MHa He peKoMeHayeTCs
(cm. paspen «Ocobble yKa3aHusy).

NamusyavH/TeHodoBMpa
ausonpokcuna ymapat

NamusyanH:

AUC: |3 % (|8 % po 115)
Crmax: 124 % (144 p10 112)
Conint He BbluMcnsAnoch (HB)

TeHodoBup:

AUC: |4 % (115 go 18)
Cana: 1102 % (196 0 1108)
Crin: HB 1

JNlamuByanH 1 Npenapart
TpyBapa® Henb3a Ha3HauaTb
ofiHoBpeMeHHoO (cm. paszaen
«Ocobble yKa3aHnay).

S¢asvipeHs/TeHodoBUpPa
ausonpokcuna ymapat

JdasupeHs:

MNNK: 14% (|7 ao 1)
Crnaxt 14 % (19 80 12)
Cpin: HB

Tenodosup:

MNMK: |1 % (|8 go 16)
Comax 17 % (16 flo 122)
Chin: HB

HuKako KoppeKTUPOBKY A03bl
s¢aBupeH3sa He Tpebyetca.

MPOTUBOUH®EKLIMOHHBIE MPEMAPATbI |

Mport ApyCHble nNp p

Tbl ANA ne

BUpYcHoro renatura B (BI'B)

Apedosup gunusokcun/
TeHodoBVpa ArU3onNpoKcMna
¢dymapat

ApedoBup AMNNBOKCUITL:
AUC: |11 % (|14 go |7)
Conax 17 % (}13 po |0)
Ciin: HB

TeHodosup:

AUC: |2 % (|5 g0 10)
Crnaet 11 % (17 A0 16)
C:HB

AgedoBUp UNUBOKCU

v npenapat TpyBafa® Henb3sa
Ha3Ha4aTb OJHOBPEMEHHO

(cm. pasgen «Ocobble ykazaHUsy).

Nepgunacenp/codpocbysup
(90 mr/400 mr q.d.) +
JdasupeHs/IMTpuunTabun/
TeHodoBMpa Ar3onpoKcuna
dymapart

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

Crimt |3

Conin: &

Coins e

Conint <>

Jlegunacsup:
AUC: |34 % (oT |41 go |25)
Conax: $34 % (0T |41 po 125)

4% (ot |43 go 124)

Codocbysup:
AUC: &

Crnax: &

GS-331007%
AUC: &

Conaxt

SdasnpeHs:
AUC: &

Conax: <

SMTpuunTabuH:
AUC: &

Crnax:

TeHodosup:

AUC: 198 % (oT 177 po 1123)
Crmax: 179 % (0T 156 0 1104)
Conin: 1163 % (0T 1137 o 1197)

Hukakoli KoppeKTUpOoBKM

[103bl HE PEKOMEH[J0BaHO.
MoBbileHHasA SKCNO3nUnA
TeHOPOBMPa MOXET yCUNNTbL
HexenaTtenbHble peakyunu,
cBA3aHHble C TeHodoBMPa
An30npoKcn GpymapaTom,
BKNIOYAA HapyLweHna yHKumumn
nouek. OyHKLMIO NoYek cregyeT
TWaTeNbHO KOHTPOAMPOBATL
(cm. pazgen «Ocobble yKazaHuan).

Crint't 1

AUC: 1 65% (1 59to 1 71)
Cinax: 1 61% (1 51t0 1 72)

15% (1 105 to 1 126)

Nepunnacenp/Codocbysup Nepvinaceup: Huikakow KoppPeKTUPOBKY
(90 mr/400 mr q.d.) + AUC: & [03bl HE PEKOMEHI0BAHO.
IMTPUUUTAOUH/PUnNUBNPUH/ | Crax: <> MoBblweHHaA KCNo3nMyma
TeHnodorupa gusonpokenna | Cuin: < TEeHOPOBUPa MOXKET yCUNNUTb
dymapata . HexenartenbHble peakuuiy,
(200 mr/25 mr/300 mr q.d.) iadé?fywp- cBA3aHHble C TeHOPOBMPa
| ) Ausonpokcvinia dymapaTom,
Cimaxi BK/IOYAsA HapyLIEHNA GYHKLN
GS-3310072% nouek. OyHKUMIO NOYeK cneayeT
AUC: & TWaTeNbHO KOHTPOANPOBATb
Conaxt <> (cm. pasgen «Ocobble yKasaHus»).
Cinin: &
SMTPULUTabUH:
AUC: >
Crnax: &
Cnint <>
PunnusupuH:
AUC:
Crnax: &>
o
TeHodoBUMP:
AUC: 140 % (ot 131 go 150)
] Craxt &
Crin: 191 % (0T 174 go 1110)
Nepunaceup/CodpoctyBup Sofosbuvir: HuiKakow KoppeKTUPOBKU
(90 mMr/400 mr q.d.) + AUC: & [103bl HE PEKOMEHAOBAHO.
LonyTerpasup (50 mr q.d.) + Crnax: € MosblleHHana 3KCcno3numa
SmTpuunTadbuH/TeHodoBmMpa TeHopOBUPa MOXKET YCUUTD
GS-3310072
avsonpokcuna dymapat AUC: & [ ENBHBIENRAKL
(200 mr/300 mr g.d.) C _'(_) cBA3aHHble C TeHOPOBMPa
Cm-“'.«—» Ansonpokcmna pymapatom,
e BKNIOUaR HapYLLEHUSA GyHKLNN
Nepgunaceup: noyek. QyHKLINIO NoveK cnegyet
AUC: & TIWaTeNbHO KOHTPOAMPOBaTb
Crigc &> (cm. pazgen «Ocobble yKasaHuay).
Cornin: <>
LonyTerpasup:
AUC: &
| Crnait 45
Crint <>
SMTPULMTabVH:
AUC: &
Crnaxt <>
Coint <>
TeHopoOBUP:




NekapcTBeHHbIi Npenapat
Mo TepaneBTUHECKUM
HanpasneHnsam

Bnuaxne Ha ypoBHM
npenaparta

CpepHee NpoueHTHOE
unsmeHeHue AUC, Cmax,
Cmin c 90% poBepuTenbHbIM
WHTEpPBasoOM, eCnu UMeeTcA

PexkomeHaaLuuna oOTHOCMTENbHO
OfJHOBPEMEHHOro
NpUMeHeHNA C NpenapaTom
Tpysapa® (200 mr
amTpuyntTabuna, 245 mr
TeHo$oBUpa AU30NPOKCUNa)

JNlekapcTBeHHbI Npenapar
No TepaneBTUYECKMM
HanpaBneHnAm

Bnuaxue Ha ypoBHM
npenapara

CpepnHee npouyeHTHOE
unsmeHenne AUC, Cmax,
Cmin ¢ 90% poBeputenbHbIM
WHTepBaNoMm, eciu umeeTca

PekomeHAaLUsA OTHOCUTENbHO
OfiHOBPEMEeHHOro
NpUMEHEHUA C NpenapaTom
Tpysaga® (200 mr
amTpuunTabuHa, 245 mr
TeHodoBUpa AU30NpoOKcUna)

(mexaHusm) (mexaHuzm)
Codocbysnp/BennaTtaceump Codocbysup: Mpwu coBmecTHOM NpumMeHeHnu Codocbysup/Bennaracsup Codocbysup: Hukakoi KoppeKTUPOBKN
(400 mr/100 mr q.d.) + AUC: & TeHo¢poBMpa AN30MNPOKCuna (400 Mr/100 mr g.d.) + AUC: A03bl He PEKOMEH0BaHO.
AtazaHaBup/PutoHasup Craxt ¢ dymapara, codpocbysupa/ IMTpUUNTabuH/PUNNnBUPUH/ | Coae <> MoBblweHHaA aKcno3numa
(300mr q.d./100 Mr q.d.) + GS-3310072 BennaTacBupa u atasaHasupa/ TeHodoBupa avsonpokcuna 5 TeHodOBMpPa MOXKET yCUNUTb
T Gun/T - 7% GS-331007% i
puunTabux/TeHodposupa AUC: > PUTOHaBMPa NOBbIWEHHAA dymapar AUC: HeXenaTenbHble peakuum,
Avsonpokcuna ¢ymapar c .'H 3KCNo3uuma TeHoposupa (200 mr/25 mr/300 mr g.d.) c .'(_) cBA3aHHble ¢ TeHodoBMpa
(200 mr/300 mr q.d.) Coun: 1 42% (1 37 t0 1 49) MOXET yCUNUTb HEXeNaTeslbHble Copies An3onpokcuna pymapaTtom,
peakuun, ceAzaHHble BKJ/IIOYaA HapylweHna GyHKUMN
BennataceBup: C TeHOOBMpPa M30MPOKCMNa Bennaraceup: nouek. OyHKUMIO Noyek cnepyeT
AUC: 1 142% (1 123 to 1 164) dymapaTom, BKNtouan HapyweHus AUC: — TLWaTeNbHO KOHTPONMPOBAaTh
Cinax: 155% (T 41to 1 71) byHKUMM noyek. Crnaxt > (cm. pazpen «Ocobble yKaszaHus»).
Cmin: T 301% (1 257 to 1 350) bezonacHocTb TeHodpoBMpa Conin: &>
ATasaHaBup: AusonpoxCuia GyMapara SMTpMUNTabUH:
npy NCNoNb3oBaHUU
AUC: & AUC: &
Coies ¢ nepvnacsupom/codpocdysupom Coien
o 139% (1 200 1 61) 1 ycunutenem GpapmMakoKUHETVKY Co ey
(Hanpumep, pUToHaBMpPOM UK
PutoHasup: KOBULIMCTaTOM) He yCTaHOBNEHa. PunnusupuH:
AUC: & AUC: &
; Cnepyet oCTOPOXHO
Crnaxi > VCMONb30BaTh 3Ty KOMBUHaLMIO Crnaxt >
Conini 1 29% (1 15t0 1 44) Y Mty Conn >
4acTo KOHTponupys
IMTpULMTabUH: dyHKUMIO Nouek, ecnin apyrue TeHodoBsup:
AUC: > anbTepHaTMBbI OTCYTCTBYIOT AUC: 1 40% (1 34to 1 46)
Crnaxt > (cm. paspen «Ocobble ykasaHusy). Coax: T 44% (1 33 to 1 55)
Cinin: & Crin: T 84% (1 76 to 1 92)
TeHodosup: Codocbysup (400 mr g.d.) + Codocbysup: Hukakoi KoppeKTUpoBKM f03bl
AUC: <> S¢asnpens/ImTpuumutabun/ | AUC: He Tpebyertcs.
Crmaxi 1 55% (1 43 to 1 68) TeHodosunpa Ansonpokcnna | Coa |19 % (0T |40 go 110)
Crin: 139% (1 31to 1 48)
disded ol %n:)a,s:;zoo mr/300mr qd) | G-331007%
Codocbysup/Bennatacsup Codocbysup: Mpu coBMecTHOM NpUMeHeHnn a.d. AUC:
(400 mr/100 Mr q.d.) + AUC: | 28% (] 34to | 20) TeHOpOBMpPa AM30ONPOKCMNa Crnax: 23 % (o1 |30 go 116)
NapyHasup/PutoHasup Crax: | 38% (] 46 to | 29) ¢dymapara, copocbysupa/ .
SdaBupens:
(800 mr q.d./100 Mmr q.d.) + 5 Bejnatacsupa v gapyHasupa/ 1
GS-331007% AUC: &
AMTpuuMTabuH/TeHodposUpa AUC: & PUTOHaBMpa NOBbILEHHAA Cos
Aansonpokcuna pymapat c L 3KCMo3uyms TeHodosMpa C"‘”_'H
(200 Mr/300 mr g.d.) bl MOMXET yCUNUTL HeXenaTenbHble e
e peakuuu, cBa3aHHble SMTPULUTA6H:
Bennataceup: C TeHodoBMpPa AN30NpPoOKCMna AUC: &
AUC: & ¢dymapaTom, BKNIOYas HapyweHns Crnax: <>
Crnax: | 24% (] 35t0 | 11) bYHKUMM Nouek. Conin: &>
Crnint < BesonacHocTb TeHodoBUpPa .
nsonpokcuna pymapara TRHGpaBHp;
Hypanasup: ﬁ 1 UCNONb30BaHNM Pl
AUC: <> | 7P Conoxt 125 % (0T 18 A0 145)
Copids C negunacsupom/copocbysmpom Eies
C"‘f‘_'H n ycunutenem GapMakoKuHETUKM min*
m (Hanpumep, puToHasupom unn Pu6asupuH/TeHodposupa PubasunpuH: HuKaKoil KOpPEKTUPOBKM AO3bI
PutoHasup: KoGUYMCTaTOM) He yCTaHoBNeHa. Avsonpokcuna dymapat AUC: 126 % (o1 120 o 132) pvibaBupuHa He Tpebyercs.
/C\UC_:: CneayeT 0CTOPOXHO C"‘“f 15 % (ot |11 po 11)
C"’VB"'H MCNonb30BaTh 3Ty KOMBUHALWIO, Crin: HB
™ 4acTo KOHTponkpyA MNpoTuBOBMpPYCHbIE NpenapaThl NPOTUB BUPYyca repneca
SMTpUUNTabUH: byHKUMIo Nouek, ecnn apyrue
AUC: & anbTepHaTUBbI OTCYTCTBYIOT ®Qamyuknosup/ damunknosup: Hukakoi KOpPEKTUPOBKY JO3bI
Crnax: < (cm. paspen «Ocobble ykazaHus). AMTpULUnTabuH AUC: |9 % (oT |16 go |1) damuvknosupa He Tpebyerca.
Coint & Conax: 17 % (0T |22 go 111)
Crin: HB
TeHnodosup:
AUC: 139% (1 33 to 1 44) SMTpUYUTaGNH:

Conac: 1 55% (1 45 to 1 66)
Comin: 1 52% (1 45 to 1 59)

Codocbysup/Bennaracsup
(400 Mr/100 Mr g.d.) +
JlonuHasup/PutoHasup

(800 mr/200 Mr q.d.) +
IMTpuymnTabuH/TeHodosupa
ausonpokcuna dymapar
(200 mr/300 mr q.d.)

Codocbysup:
AUC: | 29% (| 36 to | 22)
Cro L 41% (| 51 to | 29)

GS-331007%
AUC: &
L

Conin &

Bennaracsup:

AUC: &

Crax: 1 30% (] 41to | 17)
Crin: 163% (1 43 t0 1 85)

Mpwn coBMecTHOM NpuMeHeHUn
TeHo¢oBMpa An3onpoKcuna
¢dymaparta, copocbyBupa/
BeJinaracsupa v nonuHasupa/
pWTOHaBMpa NOBbILEHHAN
3Kcno3nyma TeHodbosMpa
MOKET yCUNUTb HeXenaTtesnbHble
peakuum, cBAzaHHble

c TeHopoBMpa AU3oNpoKCHUna
dymapaTom, BKNIOYas HapyweHus
bYyHKUMM novek.

be3onacHocTb TeHopoBMpa
ausonpokcuna pymaparta

J;Brgmaemp: NPV UCNoNb3oBaHUN
C : ¢ nepgynacenpom/coPpocbysnpom
faxe 1 ycuutenem GapMakoKMHETUKM
Con > (Hanpkmep, pUTOHaBUPOM UNK
PuToHasup: KOOGMUNCTATOM) He yCTaHOB/EHa.
AUC.: ¢ CnepyeT 0CTOPOXHO
C"'“.' < MCNOoNb30BaTh 3Ty KOMbMHAUWIO,
Coint 4acTo KOHTpoNUpys
SMTPULNTabUH: dyHKLUWIO Noyek, ecnu gpyrue
AUC: & anbTepHaTVBbl OTCYTCTBYIOT
Carat &5 (cm. pazpen «Ocobble yKasaHus»).
Crnin: >
TeHodosup:
AUC: & /
Crax: 142% (1 27 to 1 57)
Conin: ©
Codocbysup/Bemmazaaerpp LGabacthusmp: HunKaKo KoppeKTUPOBKU
(400 Mr/100 mr q.d.) + AUC: [103bl He PeKOMEHA0BaHO.
PanterpaBup Crnax: & MoBblieHHas 3KCno3nyma
(400 mr b.i.d) + TeHoQoBMpPa MOXKeT yCUnuTb
GS-331007%
SmTpuumnTabuH/TeHodposupa AUC: > HexefnaTefibHble peakuuu,
Ausonpokcuna dpymapar C _'H cBA3aHHble ¢ TeHopOBMPa
(200 mr/300 mr q.d.) C""“_‘ N Ausonpokcuna pymapatom,
m BK/NI0YaA HapyLWeHNA GyHKUMN
BennatacBuip: nouek. OyHKLMIO NoYeK cnepyer
AUC: & TLATENbHO KOHTPONUPOBaTh
Crnaxt &> (cm. paspen «Ocobble yKazaHna»).
Cinin: <
Panterpasup:
AUC:
Crax: <>

Comin: | 21% (| 58 to 1 48)

SMTPUUNTa6UH:
AUC: &
Coax: >

Croin: >

TeHodoBuUp:

AUC: 140% (1 34to 1 45)
Crna: 1 469% (1 39 t0 1 54)
Cain: 1 70% (1 61t0 1 79)

Codocbysup/Bennatacenp
(400 Mr/100 Mr q.d.) +
SdasvipeH3/IMTpULNTabUH/
TeHodoBMpa Ausonpokcuna
dymapat

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

CodocbyBup:
AUC: &
Crax: T 38% (1 14t0 1 67)

GS-331007%
AUC: &
Cinax <>

Crnin: &

Bennatacsup:

AUC: | 53% (| 61to | 43)
Craxt | 47% (| 57 to | 36)
Cmint | 57% (| 64 to | 48)

SdasnpeHs:
AUC:
Crnaxt

Crnin: >

SMTpULUTabnH:
AUC:
Cinaxt <>

Corin: <>

TeHodoBMp:

AUC: 7 81% (1 68to 1 94)
Crax: T 77% (1 53 to 1 104)
Conn: 1 121% (1 100 t0 1 143)

Oxwnpaetcs, YTo COBMECTHOe
npumMeHeHne copocbysupa/
Bennaracempa n 3paBmpeHsa
NpUBELET K CHUKEH IO
nnasMeHHON KOHLeHTpaLun
Bennaracsupa. OAHOBpemMeHHoe
npumereHune copocbysmnpa/
BE/INATacBMpa C pexumamu,
copepXalmn 3paBmpeHs, He
pekomeHgyeTca.

AUC: |7 % (oT |13 o |1)
Crnax: $11 % (o1 |20 po 11)
Coin: HB

MNpoTnBoMuko6akTepnanbHbie Npenaparbl

Pudamnuunt/TeHoposupa
Aunsonpokcuna ¢pymapat

TeHodosup:

AUC: |12 % (oT |16 Ao |8)
Cinax: 116 % (0T |22 fio [10)
Cuin: 115 % (0T |12 po |9)

Hukakoit KOppeKTUPOBKM JO3bl
He TpebyeTca.

OPAJIbHbIE KOHTPALENTUBbI

Hoprectumat/
ITnHUN3CcTpaguon/
TeHo¢oBMpa An3onpokcuna
dymapat

Hoprectumart:

AUC: |4 % (oT |32 go 134)
Crax: 15 % (0T |27 po 124)
Crin: HB

3TUHUNCTPaAnon:
AUC: |4 % (oT |9 go 10)
Comax: 16 % (0T |13 o 10)
Conin: 12 % (0T |9 g0 16)

Hukakoi KoppekTUpoBKM
[03bl HoprecTumara/
3TUHUN3CTPaanona He TpebyeTcs.

UMMYHOLENPECCAHTbI

Takponumyc/TeHodoBupa
Avnsonpokcuna ¢ymapat/
IMTPULNTAOUH

Takponumyc:

AUC: 14 % (|3 po 111)
Crax: 13 % (3 B0 19)
Crin: HB

SMTpULUTabUH:
AUC: [ 5% (|9 a0 (1)
Conoxt 111 % (117 10 |5)
Cpint HB

TeHodoBup:

AUC: 16 % (|1 po 113)
Crnax: 113 % (11 po 127)
Cnin: HB

HuKakoi KOpPeKTUPOBKY J03bi
Takponumyca He Tpebyercs.

HAPKOTUYECKUE AHAJIBrETUKU

MertapoHn/TeHodoBupa
Aausonpokcuna pymapar

MeTagoH:

AUC: 15 % (oT |2 go 113)
Cinax: 15 % (o7 |3 po 114)
Chin: HB

HuKaKomn KOppPEKTUPOBKM A03bl
mMeTagoHa He Tpebyetcs.

HB = He Bbluncnsanoco.

! [laHHble, NonyyeHHbIe NPY OAHOBPEMEHHOM Npueme nefunaceupa/codocbysupa. OTCpoueHHoe BO
BPeMeHU HasHaueHue (C HTepBanom B 12 4acoB) Aano CXOfAHble pesynbrathl.

?Mpeobnapatowwnii MeTa6onuT copocEyBMpa B CUCTEMHOM KPOBOOGpaLLeHNN.

OCOBbIE YKA3AHUA
Mepenavya BUY

HecmoTpa Ha To, YTo JoKa3aHo, YTo 3$deKTUBHOE NoJaBeHe BUPYCa

C MOMOLLbIO aHTUPETPOBUPYCHOI TePanuK CYLUECTBEHHO CHUMXAET PUCK
nepepayuun UHGEKLUMM NPU NONIOBOM KOHTAKTE, HEfb3A UCKIoYaTh OCTaTOYHOIO
pycka uHduLmpoBaHuA. Mo3Tomy HEO6XOANMO NPUMEHATL COOTBETCTBYIOLME
mepbl 6e30nacHOCTY, YTObbI 36eXKaTb nepegaun Bupyca.

MaumeHTbl ¢ MyTaumMAmMn pesncteHTHocTn BUY-1

Mpenapat Tpysaaa® He fO/MKeH Ha3HayaTbCA NayueHTam ¢ BUY-1-undekumein,
VMELWMM My TaLuio B KogoHe K65R.

O6uian cTparerua npopunaktmkm BUY-nubexkumu

Mpenapat Tpysapaa® He Bceraa apdeKTUBEH ANA NPOPUNAKTUKY 3aparkeHNs
BMY-1. innTenbHOCTb Nepuoga [0 Hayana 3alnTHOro AeNCTBMA NOC/e Npuema
npenapara TpyBaaa® HensBecTHa.

Mpenapat Tpysana® cnepyet ncnonb3osatb ana JKIM Kak yacTb obuwen
cTpateruun npodunaktnku BUY-1 undpekumn, BKNoUaiowen npumeHeHmne apyrux
Mep NpodunakTUKK (HanpumMep, MOCTOAHHOE U NPaBUNbHOE NCNOMb30BaHNe
npes3epBaTnBOB, OCBEAOMSIEHHOCTb 0 BUY-cTaTyce, perynspHoe TecTuposaHue
Ha Apyrue nHdekumn, nepegaBaemMble NOSOBbIM NyTEM).

Puck pazsumus pe3aucmeHmHoCMuU NpU HAanAUu4uu ckpbimodi

BUY-1-uHpekyuu

Mpenapat TpyBaaa® cnefyeT NPUMEHATb NNLLb AN CHUXKEHNA PUCKa 3apaeHuns
BAY-1 y nuy c noaTBepXAeHHbIM OTPULATENBHbBIM ANarHo3om Ha BUY

(cm. paspen «MpoTmBonokasaHua»). Mpy Nnpueme npenapata Tpysaaa® ¢ uenbio
KM Heobxoanmo perynapHoe (MUHUMYM Kaxgble 3 MecsALa) NoaTBEPXKAEHNE
BNY-1-oTpmuaTenbHoro cTatyca c nomoLLbio KOMOGUMHMPOBAHHOrO TeCTa

«aHTUreH/aHTUTeNOo».

MoHoTepanua npenapatom TpyBaaa® He ABNAETCS MNONIHOLEHHbIM fleuyeHrem
BAY-1, n myTaunn pe3ncTeHTHOCTY BUPYCa BO3HUKANN Y MALUEHTOB CO CKPbITON
BWY-1 nHpekumen, nprHUMaBLwInX ToNbKO npenapat Tpysaaa®.

Mpwn HaNMUUN KNMHMYECKNX CUMNTOMOB OCTPOM BUPYCHOMN MHMEKL K

1 NOA03peHnIn Ha HeflaBHue (< 1 mecAua) skcno3uumm BUY-1 npumeHeHne
npenapata Tpysaga® HeO6X0AMMO OTIOXKUTb MUHUMYM Ha OAWH MeCALl

1 noaTeepanTtb BUY-1 ctatyc nepea Hauanom npuema npenapara Tpysaga®
c uenbto K.

BaxxHocme cobnodeHus npednucaHHo20 pexuma mepanuu

M3mepeHne ypoBHA coaep aHuA Npenapara B KPOBM NOKa3arno, uto

3¢ deKTnBHOCTL NpenapaTa TpyBaga® B CHYKEHUU PUCKA 3apaXkeHuns
BWY-1 cTtporo koppenupyet ¢ cobntofeHremM yKasaHHoM cxeMbl (CM. pasgen
«DapmakoAnHaMnKa»). BUY-HenHULMPOBaHHbIM IOAAM CliegyeT CTPOro
NpuaepXunBaTbCa peKoOMeHJ0BaHHOM CxeMbl NpyeMa npenaparta TpyBaaa®.

MNauvieHTbl, UHOULIMPOBaHHbIE BUpPYcoM renatuta B unm C

BWY-1 nH$puLmpoBaHHble NaLmMeHTbl C XPOHMUYECKM BUPYCHBIM renatuTom B nnm
C, nonyuaroLvie KOMOMHNPOBAHHYIO aHTVPETPOBUPYCHYIO TEPANMIO, OTHOCATCSA
K rpynne BbICOKOTO PUCKa TAKeNbIX M MOTEHLUMANbHO CMEPTESbHbBIX OCIIOXHEHNI
CO CTOPOHbI MEYEHM!.

Bpauam Heobxoaumo cnefoBaTb peKOMEHAaUMsIM No neveHmnio BUY-nHdpekumnn
npu BbIbOpe NeyeHnn NaLueHToB, MHGULMPOBaHHbIX BUY v BI'B nnun BI'C.

BesonacHocTb 1 adPekTnBHOCTL Npenapata Tpysaga® npu AKM y nauneHToB
c undpekumen BIB nnm BI'C He ycTaHOBNEHA.
{

Mpwn conyTcTBYIOWEN npoméosmpyCHoﬁ Tepanuu renatuta B unu C obpatutech
K COOTBETCTBYIOLMM UHCTPYKLIMAM NO MeAULIMHCKOMY NMpuMeHeHMo. CM. TakxKe
B noapasaese «CoeMecmHoe npumeHeHue ¢ 1e0unacsupom U cohocbysupom uau
coghocbysupOM U 8e7INAMACBUPOM» HUXKE.

TeHodosup (an3onpokcuna pymapar) nokasaH ana neyenus BIB,

a 3MTPULUMTabVH NPOAEMOHCTPUPOBAS NPOTUBOBUPYCHYIO aKTUBHOCTb

B OTHoWeHUN BI'B B papmaKkognHamMnueckmnx nccneaoBaHHUAX, OfHaKo

3¢ PeKTUBHOCTb 1 6e30MacHOCTb Npenapata TpyBaaa® KOHKPETHO Y NaLMeHTOB
C XPOHUYECKUM renatntom B He usyyann.

OtmeHa npenapata TpyBafa® y nauneHToB, UHGULIMPOBAHHBIX BUPYCOM
renatuta B, moxeT BbI3BaTb TAXEN0e 060CTPEHMe renaTuTta. 3a naumeHTamu,
MHOULMPOBaHHbBIMW BUPYCOM renaTtuTa B, LOMKHO BeCTUCH TLaTenbHoe
HabnoaeHe, Kak KNIMHUYECKOE, TaKk 1 1abopaTopHOe, Mo MeHblUel mepe,

B TEUEHUE HECKONbKNX MeCALIEB NOCse MPeKpaLLeHUa Tepanun npenapaTom
TpyBana®. B pape cnyyaes moxeT noTpe6oBaTbCA BO30OHOBNEHWE Tepanun
renatuta B. Y naumeHToB ¢ TAXenbIMu 3a601€BaHNAMUN NEYEHN UK LIUPPO3OM
He peKOMeHlyeTCA OTMEHATb fleueHune, MOCKOSIbKY BO3HMKAIOLLEE MOC/e OTMEHbI
neveHus 06OCTPEHNeE renaTnTa MoOXeT NPUBECTY K AeKOMMEHCAUMN GYHKLMN
neyeHu.

3aboneBaHusa NeyeHn

besonacHocTb 1 3dpPekTNBHOCTL NpenapaTa TpyBaAa® y MaLMeHTOB, y KOTOPbIX
cepbe3Hble HapyLeHus GyHKLUM NeyeHn ABNAIOTCA OCHOBHbLIM 3aboneBaHuem,
He nsyyanucob. MccnepoBanua papMakoKMHETUKM TeHOPOBMPA Y NaLMEHTOB

C eYeHOUYHOWN HeAOCTaTOYHOCTbIO NOKa3anm, YTO KOPPEKLMM 103bl He
Tpebyetca. MiccnenoBaHva papmMakoKMHETUKM IMTPUUMTabVHA y NaLneHToB

C NeYEHOYHOW HEJOCTAaTOYHOCTBIO HE MPOBOAUINCL. DMTPULUTAONH He
nofiBepraeTca CyLecTBeHHOMY MeTabonusmy GepmeHTaMm NeYeHn n umeer
NOYEUHbII NYTb BbIBEEHNA, NO3TOMY YUUTbIBAA MUHUMANbHbIN MeYEeHOUHbI N
MeTabonn3m 1 NoYeYHbI NyTb BbiIBEAEHUA SMTPULMTaBVIHA, MOXKHO
NPeAnoNioKNTb, YTO NaLMeHTaM C NeYeHOUYHO HeJJOCTaTOYHOCTbIO He TpebyeTcs
KoppeKuun ao3bl (cMm. paszgen «Cnocob npyMeHeHNs 1 A03bI»).

Y BUY-1 nHPpunumMpoBaHHbIX NALVEHTOB C paHee ANarHOCTUPOBAHHbIM
3aboneBaHneM neyeHu, BKIOYAA XPOHNYECKINIA aKTUBHbI FrenaTtuT, npu
KOMOVHMPOBaHHOWN aHTUPETPOBUPYCHON Tepannmn MoryT Habnogatbca 6onee
YyacTble HapyLleHNA GYHKLMUN NeYeHN. DTU NALNEHTbI OSKHbI HAXOAUTHCA NOA
TWaTenbHbIM HabnloAEHEM B COOTBETCTBUM CO CTaHAAPTHOW NPaKTUKOA. Mpu
npu3HaKax ycuneHna 3abonesaHna NeyeHn Ans Taknx naumeHToB ciegyet
paccMoTpeTb BOMPOC O BO3MOXHOCTU NPepbiBaHNA UMK NMPEKPaLLEHNA NeYeHNs.

HexenatenbHble 3¢ ¢$EKTbl CO CTOPOHbI MOYEK Y KOCTHOM TKaH
Y B3P OCDIX

Co cmopoHsI noyek

SMTPUUUTaBNH 1N TEHOPOBUP BbIBOAATCA, INABHbIM 06Pa30M, Yepes MoYKy
nyTem Kny6oukoBon GpuAbTPaLMM 1 aKTUBHOW KaHaNbLEBON cekpeLun.

lMpv ncnonb3oBaHNM B KIIMHNYECKOW NpaKTUKe TeHOdOBMpPa AN30NPOKCHNA
$ymapata coobLanock 0 NOYEUHOI HeLOCTATOUHOCTH, HAPYLIEHNN GYHKLIMY
Mouek, NOBbILEHNM KOHLIEHTPaLWMW KpeaTnHUHa, runodochatemmn

1 NPOKCKUManbHo Tybynonatun (Bkntoyas crHapom QaHkoHm) (cm. pasaen
«MobouHoe pencraune).

KoHmpons ¢hyHKUUU nouek

PekomeHpyeTcA oLieH BaTb KNMPEHC KpeaTuHMHA Y BCeX NaLMeHToB A0 Hauana
neyenns BUY-1 nHdekumn u go Havana KM npenapatom Tpysapna®.

Y nnu 6e3 pakTopoB purcKa baaamvm HapyweHusa GyHKLUN noyek
pekomeHayeTca oLueHVBaTb/GYHKLMIO MoYeK (KNMMPEHC KpeaTUHNHA

1 KOHUEHTpaumio GochaTos B NNasme) nocne 2-4 HEAENb fleUeHus, yepes
3 mecALua neYeHNA 1 BNOCNeACTBUU Kaxable 3-6 MecALes.

Y NauneHToB C PUCKOM Pa3BUTUA HapyLleHnA GYHKLMM NoYeK cneayeT yalye
KOHTPONMPOBaTb GYHKLMIO MOYEK.

CMm. TakXKe B nogpasaene «CosmecmHoe HasHaveHue ¢ apyeumu JleKapcmeeHHbeIMu
npenapamamu» Hxe.

OueHka gyHKyuu novex y BUY-1 uHguyuposaHHsix nayueHmos

Ecnn y Kakoro-nnb6o nauveHta, nonyyaloLero npenapat TpyBaga®, KOHLEHTpaLusa
docdaTos B CbIBOPOTKE KpoBM cocTasnseT < 1,5 mr/an (0,48 mmonb/n), unu KK
CHUXKEH [0 < 50 MAI/MUH, GYHKLMA NOYEK AOIKHA OLLEHUBATLCA NOBTOPHO

B TEUEHWE OAHON Helleny, BKMlouas OnpefeneHre KOHLEHTPALMI FTHOKO3b!

W Kanus B KPOBM, @ TAKXKE KOHLIEHTPaLMIO FoKO3bl B Moye. CneflyeT paccMoTpeTb
BONPOC 0 HEOOXOAVMMOCTU MPepPbIBaHKA JieyeHnA NpenapaTtom Tpysaga®

y NauMeHToB C NOATBEPXAEHHbIM CHUXeHneM KK < 50 MI/MUH Wnn CHKeHnem
KOHLeHTpaLun pocdaToB B cbiBOpOTKe < 1,0 Mr/an (0,32 mmonb/n). Kpome Toro,
cneflyeT pacCMOTPETb BONPOC O NpepbiBaHWN NeveHnA npenapaTtom Tpysaaa®

B CNy4ae NpOrpeccripyowero yxyaweHnsa GyHKLUM NoYeK, eCim HUKaKnX pyrux
NPUYMH He 06HapyKeHO.

beszonacHocTb npenapara Tpysaga® B oTHOWEHNUM GYHKLUM NOYEK UCCIefoBaHa
JVLWLb B OY€Hb OrpaHnyYeHHon cteneHun y BUY-1 nHouumnpoBaHHbIX naLmeHToB

C HapylweHuem pyHKumK novek (KK < 80 mn/muH). ina BUY-1 nHduumposaHHbIX
NauneHTOoB C KIMPEHCOM KpeaTnHUHa 30-49 Mn/MUH peKoOMeHZyeTCA KoppeKkums
NHTepBana mexay fo3amu (cM. pazgen «Cnocob npuMeHeHUs 1 4o3bI»).
OrpaHuueHHbIe laHHble KNMHUYECKUX NCCIeR0BaHMI CBUAETENbCTBYIOT

O TOM, YTO BOJIbLIOI UHTEPBANT MEXAY 103aMU He ABNAETCA ONTUMATbHbIM

1N MOXET NPUBECTU K NOBBILWEHNIO TOKCUYHOCTY 1 BEPOATHOCTU HeaZleKBaTHOro
oTBeTa. bonee Toro, B HE60/bLIOM KIMHUYECKOM NCCIeA0BAHNM Y MOATPY bl
nauymeHnToB ¢ KK 50-60 mn/MuH, nonyyaBLluvx TeHoGoBrpa An30npoKeuna
dymapat B KOMOMHALMN C IMTPULUTABUHOM Kaxable 24 yaca, oTMeyanach

B 2-4 pa3a 6onee BblCOKan 3KCMO3NLUMA TeHOPOBUPa U YXYALEHNE GYHKLUN
noyek. CnegoBatenbHO, Npy npueme npenapata TpyBafa® naumeHtamm ¢ KK

< 60 MN/MUH HeobxoaMMa TiLaTeNbHaA OLeHKa COOTHOLEHUS MNOMb3bl 1 pucka,
a TaK>ke TwaTesbHbI KOHTPOsb GYHKLMK NoYek. Kpome Toro, y naumeHTos,
npurHMMaloLWmX npenapart TpyBaaa® C NPOACIXKUTENbHBIM HTEPBASIOM

mexay Ao3amu, cnefyet NOCTOAHHO KOHTPOIMPOBAaTh KIMHUYECKNI OTBET Ha
neuenue. MpuMeHeHue npenapaTa TpyBaAa® NPOTYBOMNOKA3aHO NaLMeHTam

C HapylweHnem GyHKUMMN Noyek Taxkenon cteneHn (KK < 30 Mi/MyH) n Tem, KTo
HyXpaeTcA B remonmanme,\ NOCKOJIbKY COOTBETCTBYIOLLEE CHUXKEHWE [03bl
HEBO3MOXHO MPU Npueme GUKCUPOBAHHON IEKAPCTBEHHON KOMOGUHaLMM

(cm. pazpen «Cnocob npuMeHeHus 1 fo3bl»).

Ouenka yHkyuu nodexk npu JJKI1

Wccneposanus npumereHna npenapata Tpysaga® y BY-HenmHdUUmMpoBaHHbIX
nmy ¢ KK < 60 Mn/MUH He NPOBOANANCH, MO3TOMY NpUeM npenapata B fJaHHON
nonynAauun He pekoMmeHAoBaH. Ecnn yposeHb dpocdata B nnasme coctaBnaeT
< 1,5 mr/an (0,48 mmonb/n) unu KK y nio6oro nauueHTa, NpuHUMaroLLero
npenapat Tpysana® B kadyecTtse JKI, cHUxeH go < 60 Mn/MUH, cnepyet

B TeYeHMe HeAeNI NOBTOPHO OLEHNUTb GYHKLMIO MOYEK, BKIOUAA U3MepeHus
YPOBHSA IMI0KO3bl U KannA B KPOBU U KOHLIEHTPALIMM MIHOKO3bl B MOUe

(cm. pasaen «NobouHoe AeiicTBre, NpoKcMManbHas Tybynonatus). Cnegyet
06cyanTb BONPOC O NpepbiBaHny npuema npenapata TpyBaaa® y naumeHTos
CO CHUKEHHbIM 10 < 60 MN/MVH KIIMPEHCOM KpeaTUHMNHA UV MOBbILLEHHOM
Ao < 1,0 mr/an (0,32 mmonb/n) yposHem pocdara B cbiBopoTke. Kpome Toro,
cneflyeT paccMOTpeTb NpepbiBaHue Nprema npenaparta TpyBaga® B cnyvae
NPOorpeccupyiowero yxyaweHna GyHKLNM NoYeK, /i HUKaKUX APYriX NPUUMH
He 06Hapy»eHo.

Bosdelicmsue Ha KOCMHYI0 MKAHb

MNaTonornyeckne nsmeHeHuUa KOCTHOM TKaHW (u3spepka Begywme K Nnepesiomam)
MOTyT 06YCIOBAMBATLCA MOPAXKEHUEM NPOKCUMasbHBIX KaHa/bLEB Mouek

(cm. pasgen «obouHoe feiicTaure»). Mpn NOAO3PEHNI NN BbIABIEHNN
NaTosIOrMYeCKrX M3IMEHEHN KOCTHON TKaHW crieflyeT ob6paTuThcA 3a
KOHCYynbTaLueil K COOTBETCTBYIOLEMY CreLnanmncTy.

Jleuerue BUY-1 ungexyuu

B koHTponvpyemom 144-HefilenbHOM KNMHUYECKOM NCCIEA0BaHUM NO CpaBHEeHMIo
TeHodOBMPa AU30NpoKCUNa dymapaTa co CTaByANHOM B KOMOMHaLMK

C NaMMBYAVHOM 1 3baBupeH3om cpean BUY-nHGMLUMpOBaHHbIX B3POCbIX
MauMnEeHTOB, He NOJTyYaBLUVX PaHee aHTUPETPOBUPYCHOIO NleYeHNs, B 06erx
rpynnax Habnoganuce Hebonbluve cHUxeHus MIK B o6nactu 6epeHHOIN KoCTh
¥ No3BOHOYHMKa. CHXeHWe MITK NO3BOHOUHMKA Y M3MEHEHUA OT UCXOAHbIX
nokasarenen 6momapkepoB MeTabonM3Ma KOCTHOM TKaHM Bbinu [OCTOBEPHO
6oree BbipaxxeHHbIMU B rpynne TeHopoBMpa Ha 144 Hegene. CHUxeHe MK
6enpeHHON KOCTH GbIIo 4OCTOBEPHO 6onee BblpaXKeHHbIM B 3TOM rpynne go

96 Hegenb. OgHaKo yepes 144 Henenu NOBbILWEHNA pvcKa nepenomMmoB nnm
NPU3HAKOB KNNHNYECKI 3HAUYMMbIX MAaTONOMMIA KOCTHOW TKaHW He Habno[anoco.

B apyrvix nccnenosannax (NPOCNEKTUBHBIX 1 MEXTPYNMOBbIX) Haubonee
BblpaXkeHHble cHKeHus MIK Habniopany y nauneHTos, NpUHUMaBLINX
TeHOPOBMPa AM30NPOKCMNa GymapaT B COCTaBE CXeMbl, COAEPalLeit yCueHHbIN
VHIrMbuTop NpoTeas. [/1A NaLMeHTOB C OCTEOMNOPO30M, UMEIOLLIMX BbICOKWIT PUCK
Nepenomos, cnefyeT pacCMOTPETb asibTEPHATUBHbIE CXEMbI SIEUEHUS.

JlokoHmakm+as npoghunakmuxka

B KnuHnuecknx nccneposarnax BUY-HenHpuumpoBaHHbIx nuu Habnoganu
He3HaunTeNbHble cHKeHus MITK. B uccnepoBaHum ¢ yuactmem 498 MyxumH
CpeaHvie nsmeHeHus MK, no cpaBHeHNIO C UCXOAHBIM YPOBHEM, Yepes

24 Hepenw konebanuck o1 -0,4 % no -1,0 % ans Ta3obeApeHHOro CyCcTaBa,
MO3BOHOYHUK, Weliku 6eapa 1 BepTena y My>K4mH, eXXeHEBHO MofyyasILnX
npenapat Tpysaaa® B kauecTe npodunakTukm (n=247) nnv nnauye6o (n=251).

Peakuum co cTopoHbl noyek n kocTein y AETCKOW Nonyasaumm

HocToBepHble cBeaeHMA, CBA3AHHbIE C 4ONFOCPOYHBIM BO3/ECTBUEM
TeHo$OBMPa AN30NPOKCHIA dymapaTa Ha MOUKM 1 KOCTHYIO CUCTEMY BO BPEMS
neveHna nHdekuum BUY-1 B neuatpuyeckoii NonynaLmm, oTCyTCTBYIOT.
[aHHble 0 onrocpoyHom BosfencTBuM npenapata TpyBaaa® Ha Mouku

1 KOCTHYI0 CUCTEMY NPW NCNOSb30BaHWM 1A JOKOHTAaKTHON NMPOGUIaKTUKI

Y HEMHGMLIMPOBaHHbIX MOPOCTKOB OTCYTCTBYIOT. Kpome Toro, 06paTiMocTb
He(pPOTOKCMYHOCTM NOCNE MPeKpaLLeHs Nprnema TeHoGOBUPa [E30MPOKCMNA
dymapara ana neyeHus BUY-1 unm nocne npexpalileHna npueMa npenapara
TpyBafa® 4nA JOKOHTAKTHON NPOGUNAKTUKN HE MOXKET GbiTb MONHOCTbIO
yCTaHoB/EHa.

PeKomeHayeTca MCNonb3oBaTh MEXANCUMMANHAPHBIA NOAXOA ANA OnpegeneHns
COOTHOLLEHVA NONb3a/PUCK NpY NpUMeHeHNK Npenapata Tpysaga® ans
neyeHunsa BUY-1 nHdekunm nnmn ana AOKOHTAKTHOM NPOdUNAKTUKK, HeobXoaNM
COOTBETCTBYIOLINIA MOHUTOPVHT BO BPEMs NleyeHus (BKilouas pelleHne

O NpeKpaLieHn neueHns), TakxKe cnejlyeT paccCMoOTPeTh HeOBXOAUMOCTb
AOMOIHNTENBHOTO NleYeHNA Ha UHAMBYAYANIbHOW OCHOBE.

Peakyuu co CMOPOHbI NoYeK

HexxenatenbHble peakLum co CTOPOHbI MoUeK, COOOTBETCTBYIOLNE
NPOKCUMAabHOM noYeyHoi Tybynonatue, otmeyanucs y BUY-1 nHpuumposaHHbx
NauneHToB AeTCKOro Bo3pacTa ot 2 Ao 12 neTt (cm. pasgen «[Mo6oyHoe gencTeme»).

KoHmpone ¢yHkyuu noyek

Mepen Hauanom npviema npenapara Tpysaaa® ana neyeHus BUY-1 unu ans
AOKOHTAKTHOW NPOGUNAKTIKI HEOGXOAMMO NPOBECTY OLEHKY BYHKLIMM

nouek (KK v yposeHb GpochaToB B CHIBOPOTKE KPOBW), @ TakKe HEOGXOANMMO
OCyLecTBATb KOHTPOJIb BO BPEMA NPUMEHEHNSA, KaK 1 41 B3POCbIX (CM. Bbille).

BedeHue nayueHmos ¢ Hapyweruem gyHKUUU noyex

Ecnny noboro naymeHTa 1eTCKOro Bo3pacTa, Nonyyaiollero npenapar
TpyBapa®, yposerb dpocdaTtos B CbIBOPOTKE KpoBU < 3,0 Mr/an (0,96 Mmonb/n),
Heo6X0AMMO NPOBECTN MOBTOPHYHO OLEHKY GYHKLIMM NOYEK B TeueHne

OfIHOV Hefleny, BKITIOYas onpefeneHre ypoBHA MIIoKO3bl B KPOBY, Kanus

B KPOBW 1 KOHLIEHTPALMW I1I0KO3bl B MoYe (cM. pasgen «Mo6ouHoe geiicTeue»,
NpOoKcManbHas Tybynonatus). Mpu nogo3peHnn nnm obHapy*eHUn aHoManum
noyek, HeobXOANMO NPOKOHCYNBTUPOBATLCA C HEPPOSIOrOM C LieNbio
paccmMoTpeHuns HEOBXO/MMOCTY OTMeHbI NleYeHns npenapaTom TpyBaza®.
OTmeHa neyenua npenapatom TpyBafa® Takke AomkHa GbITb PacCMOTPEHa

B C/lyYae Nporpeccrpyioliero CHUXKeHNA GYHKLMM NOYeK, KOrAa H1 ofHa Apyras
npuynHa He bbina onpegeneHa.

CosmecmHoe npumeHeHue U pUck He(hpomMoKCUYHOCMU

Heo6xoanmog cnefoBath Tem e peKoMeH[aUMAM, KOTOPbIE MPUMEHUMDbI
AnA B3pocsibix (cM. «COBMECTHOE Ha3HauYeHWe C APYrvMM IeKapCTBEHHbIMY
npenapaTamm» HXe).

Hapywerue ¢yHkuyuu noyex

He pekomeHayeTcs npumeHaTb npenapar Tpysaga® y nuu 8 Bo3pacTe Ao 18 net
C HapyweHvem GyHKLMM Nouek (cm. pasgen «Cnocob npuMeHeHUs 1 A03bi»).

He cneayer HaunHaTh Tepanuio npenapatom Tpysaaa® y fetei ¢ HapyweHnem
$YHKLIMM NoYek, a TakKe HeOBXOAMMO OTMEHUTD JleUYeHNe Y TeX NaLMeHToB
AETCKOro BO3pacTa, y KOTOPbIX HapylleHne GyHKLUM NoYeK pa3Bunoch

B TeYeHue Tepanuu npenapatom TpyBaga®.

Bo3deticmsue Ha KOCMHYI0 MKaHb

MpumeHeHne TeHopoBMpPa AN3ONPOKCUNa PpyMapaTa MOXKeET CTaTb NPUUNHON
CHeHWA MITK. Bnunsanue nameHeHnsa MK, cszaHHoro ¢ TeHopoBsupa
An30Mpokcnna GymapaTtom Ha KOCTHYIO TKaHb B OTAaNeHHOI NepcnekTuse

VI Ha pUCK Nepesiomos B ByAyuiem B HacTOALLEE BPEMA HEN3BECTHO (CM. pa3aen
«DapmaKkoANHAMIIKa»).

Mpu 06HapyeHUM YN MOJO3PEHNN Ha KOCTHYIO MATONOTVIO MPY NPUMEHEHNN
npenaparta Tpysafa® y naumeHTa JETCKOro BO3pacTa, Heo6Xxo4umMo
MPOKOHCYNBTUPOBATHCA C SHAOKPYHOIOTOM /MK HepPONOToM.

Macca mena u memabonuyeckue napamempeol

B xone aHTMpeTpOBMpPYCHON Tepanii MOXeT NPONCXOANTL yBENUYEHUEe Macch
TeNa, ypOoBHA NIUNUAO0B 1 KOHLUEHTPaLWK MIOKO3bl B KPOBWU. DTV U3MEHeHNA
4acTNYHO MOTYT 6bITb OBYCNIOBNEHDBI KOHTPONEM 3a60M1EBAHNA 1 CTUIEM

KN3HN. HTO KacaeTcs IMMAOB, B HEKOTOPLIX CIyYasX NOBbILIEHE NX YPOBHS
CBMAETENbCTBYET 06 3GGEKTUBHOCTM NIeYeHWS; B TO BPeMA Kak ybeauTenbHbIX |
flOKa3aTenbCTB, CBA3bIBAIOLMX YBEIMYEHWE MACChl Tena C Kakon-nn6o
KOHKPETHOW CXeMOW leYeHUs, HeT. KOHTPOSb YPOBHA NUMUAOB U FIOKO3bI

KPOBM NPOBOAUTCA B COOTBETCTBUM C O6LLENPUHATLIMU NPOTOKONaMu NeyeHns
BUY-undekummn. PaccTpoicta nunmuaHoro obmeHa criepyeT KOHTpPoNMpoBaTb
NMPUHATLIMUN B KNIMHNYECKOW NPAKTUKE MEeToAaMM.

MumoxoHOpuansHbie HapyweHUs NOc/ie 8HYmMpuympobHo2o 8o30eticmaus
npenapama

AHanoru HykneosnjoB 1 aHanory HyKNeoTA0B MOTYT BAVATb Ha
MUTOXOHAPWaNbHYI0 GYHKLMIO B Pa3/IMUHON CTeNeHw, 1 Hanbonee BbipaxeHo
3TO BAVAHME NPV UCNONb30BaHUN CTaByANHA, AWAAHO3VHA 1 3MA0BYAMHA.
MocTynanu coobLieHrA o PasBUTAN MUTOXOHAPWANbBHBIX HAPYLLIEHNIA

y BUY-oTpuruaTenbHbIX HOBOPOXAEHHDIX, MOABEPTLLNXCA BHYTPUYTPO6HOMY
1/VNin NOCTHaTaIbHOMY BO3[E/ACTBIIO aHaNOroB HYK/E03UAOB; B OCHOBHOM,

3TO KacaeTCA Cxem NleyeHns ¢ 3ugoByaAnHoM. OCHOBHbBIMW HEXeNnaTeNbHbIMU
ABNEHNAMU, O KOTOPbIX COO6LLANOCh, 6bINN reMaToNnorMyeckme HapyueHus
(aHemus, HellTponeHA) n MeTabonMyeckne HapyLweHns (rnepnakratemms,
runepnnnasemms). 3Tv ABAEHNA YacTo HOCAT KPaTKOBPEMEHHbI XapaKTep.
Vizpefka noctynanm coobLyeHma o HeKOTOPbIX HEBPOSTOTMUECKNX HAPYLLIEHMAX,
KOTOpPbI€ HauNHaNNCb No3aHee (TMNepTOHNA, CYA0POrY, aHOMasTbHOE
nosefeHne). Ha cerogHAWHNI AeHb HEM3BECTHO, ABIAIOTCA NN HeBponorwuecme
HapyLeH1s BpeMeHHbIMIA U NOCTOAHHbIMU. MoflyyeHHbIe AaHHbIe
Heo6X0ANMO yunTbIBaTb ANA KaXKA0ro pebGeHKa, nepeHeciuero BHy TpuyTpobHoe
BO3/ENCTBME HYKNEO3UAHbIX N HYKNEeOTUAHBIX aHANOrOB, Y KOTOPOTO eCThb
Cepbe3Hble KNMHUYecKkne NpoAaBaeHNA HEN3BECTHOW STUONOTUNN, oéo6eHHo
HEBPONIOrMYecKoro xapakTepa. Mimelowmnecs aHHble He BNVAIOT Ha TeKyLue
HaLWoHanbHble pekoMeHAaLMK, COrNnacHo KoTopbiM BUY-nonoKutenbHbiM
6epemeHHbIM KeHLMHaM HeO6XOAMMO NPOBeAEeHIIE aHTUPETPOBUPYCHON
Tepanum ¢ Lenbio NPodunakTMKy BepTUKanbHoOM nepegaum BUY.

CUHapOM 80CCMAHOBJIEHUA UMMYyHUMema ’

B Hauane aHTupeTpoBupycHon Tepanum y BUY-nHdrLmpoBaHHbIX riyaumeHTos
C TAXENbIM UIMMYHOAEGULIMTOM MOXKET BOHUKHYTb BOCMANNTENbHAA PeaKkLms
Ha Bo3byauTenein 6€CCMNTOMHBIX WM OCTATOUHbIX onnopTyHmcm;quKmx
VHOEKLNIA, Vi NPUBECTU K TAXKENBIM KITMHUYECKUM COCTOAHVIAM UAN|yCUIEHUIO
BbIP@XeHHOCTU cMNTOMOB. O6bIYHO TaKmne peakLumn HabnaaTCa

B TeUeHVe NepBbix HeAeNb Nnocne Havana neyeHvs. Mpumepamu MoryT
CNYXUTb LMTOMEranoBUPYCHbI PETUHUT, reHePaM30BaHHbIe /WY OYaroBble
MurKobaKkTepmanbHble HbeKLNM 1 NHeBMOLMCTHan (Pneumocystis jirovecii)
nHeBMOHUA. CieflyeT OTCIeXMBaTb 06bie CMMNTOMbI BOCTANIeHUs| 1, B Cyyae
HeobX0oAMMOCTH, CBOEBPEMEHHO HAa3HAUNTb fleueHve,

Take coobuanocb 06 ayTOMMMYHHbIX 3a60f1eBaHUAX (Takux Kak 601e3Hb
[penBca), conpoBOXAaBLUNX PEAKTUBALMIO UMMYHUTETA; OfHAKO AaHHble
0 BPeMeH Hayana Takux ABJIEHUI CUNbHO PA3HATCA, Y 3TU Clyyan MOran
MMEeTb MECTO CMyCTA HECKONBbKO MECSALIEB MOC/e Hayana fleueHus.

OnnopmyHucmuydeckue uHpexkyuu

BUY-1 nHdnumposaHHble nauneHTbl, nonyyatoLve npenapart Tpysaaa® unu
no6or Apyroii aHTUPETPOBUPYCHDI NPenapart, MOryT UMeTb KNMHNYeCKue
NPOABNEHMA ONMOPTYHUCTUHECKNX MHOEKLINIA MK ocnoxHeHVs BUY-unbekuun,
B CBA3M C 3TUM JOJIXKHbI PerynapHo HabnpaTbCa y Bpaya, UMeIoLLero onbit

B nneyeHnn BUY-accounmpoBaHHbIx 3a6oneBaHun.

OcmeoHekpos

XOTA 3TNONOrMA OCTEOHEKPO3a CYUMTAETCA MHOrOGaKTOPHO (BKKYas
NCMONb30BaHVE MIOKOKOPTUKOCTEPOUAOB, YNOTpebeHne ankorons,
Hanmuve TAXenon UMMyHocynpeccum, 6onee BbICOKMIN MHAEKC MacChl Tena),
CJlyyan OCTEOHeKpO3a PerncTpMpoBanncb 0CO6EHHO YacTo y NaUMeHToB

¢ nporpeccupytowen BUY-unbekumeir n/vnu npyu gnutensHom npreme
KOMOGUHNPOBaHHOM aHTUPETPOBUPYCHOI Tepanuu. MNauneHTam cnepyeT
pexkomeHA0BaTb 06pallaTbCA 3a KOHCYNbTaLUMeEN K Bpady Npy nossnernn
JIOMOTbI UK 6ONU B CyCTaBax, CKOBAHHOCTM B CyCTaBax Uiu 3aTPyAHEeHUsX
B ABVKEHUN.

CosmecmHoe Ha3Ha4YeHue ¢ apyeumu JlekapcmeeHHbIMU npenapamamu

He cnepyet npmeHaTb npenapat TpyBaha® npy OAHOBPEMEHHOM UMW HeAaBHEM
Ha3HaYeHUN HepPOTOKCUYHOTO NIeKapCTBEHHOIO Npenapata. Ecnm Takoro
NpYMeHeHNs U36exaTb HEBOIMOXHO, ClIelyeT eXXeHeleNIbHO KOHTPONMPOoBaTh
noyeynyo GyHKLUMIO.

Boinu 3aperncTpupoBaHbl ciy4an oCTpoii NoYeyYHoO HeLOCTaTOUHOCTH
rnocrnie HavaJsia Tepanun BbICOKOM ,403012 U HECKONbKUMUN HecTeponaHbIMnN
npoTusoBocnanuTenbHbiMu npenapatamu (HMBIM) y naumeHTos, nonyyaswmnx
TeHodOBMpa AM30NpoKcua dymapat n Mmetowmx GakTopbl PUCKa NOYEYHO
AancoyHKumn. MoyeuHan GyHKLMA [OMKHA KOHTPONIMPOBATLCA HaANEeXaLLUM
06pasom nNpm CoBMeCTHOM NpuMeHeHUn npenapata Tpysaga® u HMBIM.
Bbicokuin puck nopaxeHns noyek 6bin 3aperncTpruposaH y BUY-1
UHGULMPOBaHHbIX MaLVEHTOB, MOMyYaBLLVX TEHODOBMPA AN3ONPOKCUNA
$ymapar B coyeTaHnn C IHrM6UTOPOM NPOTeasbl YCUAEHHBIM PUTOHABUPOM
unu KobuumcTatom. Takum naumeHTam TpebyeTcs TIaTesbHbIA MOHUTOPUHE
byHKUMM Nouek (cm. pasaen «BsanmopencTsue c Apyrumm nekapcTBeHHbIMY
cpepcTBamm»). Y BUY-1 nHGUUMPOBaHHBIX NaLMeHTOB ¢ dakTopami prcka
HapyLeHnsa GyHKLMM NoYeK, COBMECTHbIN Npuem TeHohoBMpPa AU30NPOCKCUNa
dymapata ¢ ycuneHHbIM UHIMOGUTOPOM NPOTEasbl AOMKEH BbITb TILATENBHO
npoaHann3npoBaH.

He cnepyeT npmeHaTb npenapat TpyBaAa® OfHOBPEMEHHO C APYTVIMA
NeKapCTBEHHbIMY CpeACTBaMM, COEPKALMMMN SMTPULUTaOVH, TeHodpoBMpa
Avsonpokcuna dymapart, TeHopoBMpa anapeHamug Ui apyrve aHanoru
LMTUANHA, TaKNe Kak nammByfmnH (cm. pasaen «Bsaumopeiictave ¢ gpyrumm
NeKapCTBEHHBIMM CpefcTBamMu»). He cneayeTt npmeHATh npenapat Tpysaaa®
OoAHOBPeMeHHoO ¢ afedoBrpPa AUNUBOKCUIIOM.

CosmecmHoe npumeHeHue ¢ 1edunaceupom u coghocbysupom uau
cogpocbysupom u 8ennnamacsupom

lMokasaHo, uTo coBMECTHOE NprMeHeHne TeHoPOoBYPa An30MNpoKcuia dymapaTa
1 neannacenpa/codpocbysmnpa nosbllaeT KOHLEHTPaLMIo TeHodoBMpa

B N1a3me, 0COBEHHO MPU NX NPYMEHEHNI CO CXeMaMi fiedeHmnsa BUY-uHpekumy,
BKJIIOHAOLWMMMU TeHOPOBMPa An3onpokcuna pymapar 1 papmakoKMHETUYECKUI
ycunuTens (pUTOHaBMP Unm kobuyumcrar).

Be3onacHocTb TEHOGOBMPA AN30NPOKCUA GpyMapaTa NPU €ro COBMECTHOM
npvieme ¢ 1eamnacsrupom/copocbysnpom n GapmakoKNHETUYECKIM yCUaMTenem
He ycTaHosneHa. Heobxoarnmo aHann3npoBaTh NOTEHLMANbHbBIN PUCK

1 NPeNMyLLeCTBa, CBA3aHHbIE C COBMECTHbIM Ha3HauyeHneM, 0cobeHHo ans
MaUVEHTOB C MOBbILIEHHBIM PUCKOM HapyLleHusa GyHKLUMM noyek. Heobxogmumo
KOHTPONIMPOBaTh NALMEHTOB, NPUHMMAIOLLVX NeannacBUp/codpocbysmp
napasnnenbHo ¢ TeHodoBMpa AN30MPOKCMa GymMapaToM 1 yCuneHHbIM
UHrMbuTopom B/Y-npoTeassbl, Ha NpegMeT HeXenaTenbHbIX peakLui,
06ycoBneHHbIX AencTBeM TeHOOBMPa AN30MNPOKCHNa dpymaparta.

CosmecmHbIl npuem meHogosupa OU3oNpoKcuia ymapama
U OUOaHo3UHa

CoBMeCTHbIN Nprem He peKOMEHAO0BaH, MOCKObKY 3TO NPUBOANT

K 40-60-npoLEeHTHOMY YBEINUYEHUNIO CUCTEMHOW SKCMO3MLNN AVNAAHO3MHA, YTO
MOXXET MOBbILATb PUCK HEXeNaTeNbHbIX PeaKLMIi, CBA3AHHbIX C AVAAHO3MHOM
(cm. paspen «B3avmopencTeue ¢ ApYrvMi IEKAPCTBEHHBIMN CPEACTBAMM).
Cooblanoch o peakyx ciyyanx NaHKpeaTuTa v akToauma03a, MHoraa

c neTanbHbIM ncxofom. CoBMeCTHbIV Nprem TeHodoBKpPa AN30NPOoKCHUNa
dymaparta 1 guaaHosvHa B gose 400 Mr B CyTKM CONPOBOXAANCS 3HAUUTENbHbIM
CHVXeHneMm ymncna Knetok CD4, BO3MOXHO, 13-3a BHYTPUKIIETOYHOTO
B3aMOAENCTBIA, NOBbIWAOLLEro ypoBeHb $ochoprIMpoBaHHOro

(. . aKTMBHOTO) AAAHO3MHA. CHUXXEHHYIO 103y AVAAHO3MHA B 250 Mr, KOTOPbIN
BBOAAT COBMECTHO Npu Tepanum TeHodoBMpa AU30NPOKCHna dymapaTom,
CBA3bIBAIOT C COOBLLEHNAMY O BbICOKUX CTEMEHSX BUPYCONOrMYecKoi
He3pGeKTUBHOCTY NeUYeHNA NPW Pas3IVYHBIX UCMbITAHHBIX KOMBUHALMAX.

TpoliHasa Hykneo3uoHas mepanus

ECTb cOO6LIEHNA O BbICOKOI YaCTOTE OTCYTCTBUA BUPYCONOMMYECKOro OTBETa
1 NOAB/IEHNMN PE3VNCTEHTHOCTU Y NALMEHTOB C HaYaNibHOW CTaguen
BUY-uHbekumm npn KOM6UHMPOBAHHOM NprieMe TEHODOBMPa AN30MNPOKCUN
dymaparta, namviByAvHa 1 abakaBupa, a Take aMUBYANHA C AMAAHO3VHOM
npu CxeMe nNpuema ofiuH pas B CYyTKM. JTaMVBYAVH 1 SMTPULMTABUH UMEIOT
6n113K0e CTPYKTYpHOE CXOICTBO, @ TAKKe CXOAHYI0 GapMaKOKUHETIKY

1 papmakopnHamuky. MosTomy MOryT HabNIoOAATLCA CXOAHbIE NPOBAEMbI NPH
npueme npenapata TpyBaAa® C TPETbUM HYKNEO3UAHBIM aHaNoroM.

lNayueHmol noxunozo go3pacma

Mpenapart TpyBaga® He nsyyanca y nuy ctapuwe 65 net. Y nuy ctapuue 65 net
OTMeuvaeTcA 60Nbluas BEPOATHOCTb HANUUUA CHUXKEHHOM GYHKLMN NOYeK,
NosToMy npenapar AOMKEH Ha3Ha4aTbCA C OCTOPOXKHOCTbIO JIIOAAM CTAPLLErO
BO3pacTa. |

BJINAHUE HA CNOCOBHOCTb YMPABJIEHNA ABTOMOBUJIEM
W PABOTbI C MEXAHU3MAMMU ‘

Viccnenosanus, no nsyyeHuio BIVAHUA Npenapara Ha Cnoco6HOCTb ynpasieHus
TpaHCcnopTom 1 paboTy ¢ MexaHV3Mamu, He NPOBOANIOCk. OfHaKo nuLy,
NPUHUMaIOLLMX Npenapar, ciegyet npolecbopMMp?BaTb, 4TO BO BPEMsi JieYeHUn
KaK aMTpULUTabUHOM, TaK 1 TEHOGOBMPOM, COOBLUANOCH O FOJIOBOKPYKEHUN.
Mpu nosBneHnn ronoBoKpyXeHUA cnefyeT BO3AepKaTbCs OT BbINONHEHUS
YKa3aHHbIX BUOB JeATENbHOCTH. ‘

OOPMA BbINMYCKA
TabneTku, NOKPbITbIE NNEHOYHON 060104KON, 245 N‘lr + 200 mr.

Mo 30 TabneTok Bo $hiakoH 13 NoAM3TUEHa Bb|c0K9|7| NIOTHOCTY, 3aMasHHbIN
anoMnHneBoi GONbroi, C KPbILWKOW C 3aLMUTON OT BCKPbITUA JeTbMU.

BHyTpb dpnakoHa nomewwaoT nornoTuTens BRarun (cﬂnMKarenb).
1

|
Mo 1 pnakoHy BMeCTe C UHCTPYKLMEN Mo npmmeHerrwo B Mayke KapTOHHOW.

YCNOBUA XPAHEHUA
XpaHuTb Npu TemnepaType He Bbiwwe 30 °C.

XpaHWTb B HEAOCTYMHOM A5 AeTen MecTe.

CPOKIOQHOCTU
4 ropa.

He NPUMEHATb NO NCTEYEHNW CPOKa rOAHOCTHN, YKa3aHHOTO Ha yrnakoBKe.

YCJZIOBUA OTMYCKA |
Mo peuenTy. ‘

BJIARENEL PETUCTPALLMOHHOIO YAOCTOBEPEHUA

uneap Caitencns UHtepHewwHn Jitg., Benukobputakna /
Gilead Sciences International Ltd, UK |
Flowers Building, Granta Park, Great Abington, Cambridge, CB21 6GT, UK

NPOU3BOAMUTEJb

lpou3sodcmao 2omoeoli nekapcmeeHHoU (hopmei:
Takepa m6X, lepmanus / Takeda GmbH, Germany
Lehnitzstrasse 70-98, D-16515, Oranienburg, Germany

lmneap CaieHcn3 Arenang KOCu, Upnangua / Gilead Sciences Ireland UG, Ireland
IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

MNateoH UHK., KaHapa / Patheon Inc., Canada
2100 Syntex Court, Mississauga, Ontario, L5N 7K9, Canada

MepsuyHas ynakoeka: '

MateoH UHK., KaHapa / Patheon Inc., Canada
2100 Syntex Court, Mississauga, Ontario, L5N 7K9, Canada

lneapn CaneHcn3 Ainensng fOCn, Mpnanans / Gilead Sciences Ireland UC, Ireland
IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

Boinyckatouwuli KOHMposIb Kayecmaa:
lneap CavieHcns Aiienang KOCu, Mpnangus / Gilead Sciences Ireland UG, Ireland
IDA Business and Technology Park, Carrigtohill, County Cork, Ireland

Monyyumes donosnHumenvHyio uHhopmayuio o npenapame, a maKxce
HAnNpasume c6OU NpemMeH3uu U UH(HOPMAYUIO O HeXceIamenbHbIX A6IeHUAX
MOXHO no adpecy:

00O «lvneap CaneHcus Pawa»
Poccus, 115035 MockBa, yn. CagoBHuuecKas, 82/2
Ten.: +7 (495) 641 18 04

E-mail: drugsafety.russia@gilead.com
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