Bupyconornyeckaa Heyaaya. Kak bbiTb B cayyae
HeapPpekTnsHocT HHNOT nepBOro NnoKoNeHMA: MOXKHO Nun
ocTaTbCA B Knacce HHUOT?

PHRU/INT/0317/0001



MexaHu3m AenucTBumA

HHNOT

O6paTtHan
TPaHCKpUNTasa

YyBCTBUTENbHDIN
BUpYC

KapmaH

HHMOT
2

HHUOT

o cBA3bIBaHUE
YyBCTBUTENIbHbIN

bnok
HHUOT

o cBA3bIBaHUA
Pe3ncTeHTHbIN

BUPYC

OHK

Copyright © 2004 Massachusetts Medical Society. All right reserved.

Monnmepusaums

Ha3zHaueHne HHUOT
nepsoro NOKo/eHUA

Bnok obpatHoOM
TPaHCKpUNTasbl

Pe3ncTeHTHOCTb K
HHWUOT nepBoro
NOKONEeHus

http://depts.washington.edu/hivaids/arvres/case3/discussion.html
Jayaweera et al. Expert Opin Pharmacother. 2012 Dec;13(18):2601-12.
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OrpaHunyeHne npumeHeHna HHUOT nepsoro
NOKONeHUA

» HaKonneHnue myTtauuin = T yacrora BMPYCONIOMMYECKON Heyaaum

P ycroitunsoctb K HHNOT 1ro nokoneHus nepeKpEcTHa (HeBUPANUH <>
3paBUpeH3s)

P TOKCMYHOCTb U HENEPEHOCUMOCTb:

° Cbilb
° HeBposnornyeckue / ncnxmyeckune HapyuweHun

° renaToTOKCUUYHOCTb
o ypoBHA "MNnAoB
° TepaTOreHHOCTb

Jayaweera et al. Expert Opin Pharmacother. 2012 Dec;13(18):2601-12.



MHTE/IEHC (ETR)

NMoka3aHuA K npuUMeHeHUnIo 200mg

JleyeHue HPeKUnn, BbI3BAHHOM BUPYCOM MMMYHoaedunLmMTa YyenoBeka — BUY-1,
Y B3pPOC/bIX NAaLUEHTOB, KOTOPble NOAYyYaIM aHTUPETPOBUPYCHbIE NpenaparThbl,

BK/1t04aA 60/1bHbIX C PE3UCTEHTHOCTbIO K HEHYK/1€03NAHbIM MHTMBUTOpPam

obpaTHoM TpaHcKpunTtasbl (HHUOT) B cocTaBe KOMOUHUPOBAHHOW Tepanuu

NHCTPYKLUMA NO NpMMeHeHUto npenaparta MHTeneHc®



[MOKOCTb MONEKY/bl 3TPABUPUHA
no3sosiAeT npeogonetb pesncreHTHoCcTb K HHAOT nepsoro nokoneHus
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B otanume ot HHUAOT nepsoro nokoneHmA aTpaBUPUH MOXKET BPaLLLATbCA U
610KMpOBaTb OOPATHYO TPAHCKPUNTA3Y B PAa3/IMYHbIX KOHPOPMaLUAX,
BNINAA Ha pe3ucteTHble wtammbl BUY

Das K et al. ] Med Chem 2004; 47:2550-2560.
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DTPAaBMPUH AN14 NAUMEeHTOB, NoslydaBwmnx paHee APBT

* T[loKa3aHue K npnemy 3TpaBUpPUHa OCHOBAHO Ha 0O beANHEHHbIX
pe3ynbTaTtax ABYX PaHAOMU3NPOBAHHbBIX, ABOMHbIX caenblX, naauebo-
KoHTponupyembix nccnegosanui Il ¢pasbl (DUET 1 u DUET 2), B KOTOPbIX
NPUHANM y4acTne naumeHTbl ¢ pe3ncteHTHocTbio K HHNOT nepsoro
NOKOJIEHMA N UHTMBUTOPAM NPOTEaA3bl.

e [lauMeHTbl NPUHUMANKN STPABUPUH U ONTUMaAbHYIO 6A30BYIO TEPANUIO,
BK/ItOYAA AapyHaBUp/pUTOHABUP

MHCcmpyKyus no meoduyuHCKOMY npuMeHeHUIo nekapcmeeHHo2o npenapama MHmeneHc (mabaemku, 200 me). PecucmpayuoHHoe
yoocmosepeHue /1M1-002399 om 17.03.2014.



dTpaBupuH DUET 1&2: In3anH nccnepnoBaHus

LUenb: OueHka adppekTnBHOCTN, BE30NaCHOCTN U NPOOUNA BUPYCONOrM4eCKOU
PE3NCTEHTHOCTN Y NaUNEHTOB, Pe3NUCTEHTHbIX K APBT

BknroyeHue: BY PHK >5 000 konun/mn v ctabunbHasa Tepanma Ha
npoTtshkeHnn =28 Hepn, =1 mytauum HHAOT n =3 mytaumn k Ul

CKpUHUHr 48 Hep nevyeHusi C BO3MOXHOCTbIO _, Haonioa.
6 Heaenb npoaneHua Ha 48 Hep, 4 Hep,
0 Hen 24 ’ Hen 48 ‘ Hen 96 aHanu3
N=1,203
OOonbHbIX

Nnaue6o + 6aszoBas Tepanua*

*DRV/r + HWOT + ENF (npu HeobxogmMmocTn)

AunszanH: paHooMusnpoBaHHOe, OBOMHOE crienoe 1 nrauedbo KOHTponupyem.
KoHeuyHas Touyka: ypoBeHb BUY PHK <50 kon/mn Ha 24 Hepq

Katlama C, et al. Antivir Ther 2010;15:1045-1052.
Mills A, et al. IAS Conference, Cape Town 2009, #MOPEBO036.



3TpaBsupuH DUET 1&2: 60nblue NaLMeHToB C BUPYCHOM Harpy3skowm < 50 kon/mn K

96 Hep,

o—e OSTpasupuH + OBP
¢ Mnaue6o + OGP
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MauneHTOB C Heonpeaenaemou BUPYCHOM HArpy3Kom K 96 Hep,
3HauUTeNbHO 60/bLUe B rpynne 3TpaBUPUHA

Katlama et al. Antivir Ther. 2010;15(7):1045-52



9tpasupuH DUET 1&2: naymneHTbl B rpynne 3aTpaBUpUHA
A0CTUTNN BUPYCONOINMYECKOro oTeeTa B 2 pa3a bbicTpee
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Bpems gocTmxeHUs BUPYyCONOrn4ecKoro oteeta
(BH <50 kon/mn)

Katlama C, et al. Antivir Ther 2010;15:1045-1052.
Mills A, et al. IAS Conference, Cape Town 2009, #MOPEBO036.



dtpasupuH DUET 1&2: npupoct Knetok CD4+ 3HauUTenbHO
Bbille B rpynne 3TpaBUpPUHA
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Katlama C, et al. Antivir Ther 2010;15:1045-1052.
Mills A, et al. IAS Conference, Cape Town 2009, #MOPEBO036.



dtpasupuH DUET 1&2: BUpyco/i0OrM4ecKkum OTBET Jlyylle B rpynne
3TPaBUPMHA HE3ABUCUMO OT UCXOAHOU BUPYCHOM HArpy3Ku u Kon-sa CD4+.

B 3tpaBupuH + OBT (n=599)
B Mnauebo + OBT (n=604)
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Trottier B et al. CAHR 2009. Abstract P148
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be3onacHOCTb 3TPAaBUPUHA

[lpnem aTpaBUpPUHA:
° He accouumpyeTcsa c Hemporncmxmyeckmmm HA,

* He o6na,£|,aeT renatotToOKCNYHOCTbIO

°* He BAUAET Ha AMNUAHbLIN NPoPUb

Trottier B et al. CAHR 2009. Abstract P148; Campbell T et al. IAS 2009. Abstract MOPEBO038



91tpasupuH DUET 1&2: 6e3onacHocTb
3TPaBMUPUHA CpaBHMMA € naauebo™

ETR + OBP Placebo + OBP
MapameTp, % (n=599) (n=604)
OnutenbHOCTbL NeyeHus(HeAn) 96 70
Jlro6oe HA 97 96
HA 3ctenenu 37 35
HA 4 ctenenn 13 12
lNpekpalieHne nevyeHnsa ns-3a HA 9 6
CepbesHble HA 26 26
CwmepTb (ntobas) 3 4
Haubonee yacTtbie HA*
Cobinb (ntobas) 21* 12
5T iR 2%
TowHoTa 15 14
HasodapuHrnt 14 12
[onoBHas 6ornb 12 14
Kawenb 11 9

Opyrue HA
Pacctpownctea LIHC

Mcuxuyeckne HapyLLeHus
HA co cTopOHbI NeveHn

FI 3 TeneHm 42 40
HA 4 ctenenHu 11 11

* HAl y naumneHTOB Ha 3TpaBupuHe 6bIIN cxogHbI € NNauebo B TeueHne 96 Hep neveHus,
33 UCKNOYEHMEM CbIMNN.

Trottier B et al. CAHR 2009. Abstract P148; Campbell T et al. IAS 2009. Abstract MOPEB038



dtpasupuH DUET 1&2:
3TPAaBUPUH He accouumnpyetcsa ¢ Heponcuxmueckumum HA

UHTeneHc + OBT NMnaue6o + OBT

MapameTp, % (n=599) (n=604)
Mo6ble LUHC HA 18.9* 21.4

Ct.3 0.3 1.0

Ct. 4 0 0
BbibbiTe n3-3a UHC HA 0 0.5
JMo6ble ncnxoHeBp. HA 19.9** 20.9

Ct.3 0.3 1.5

Ct. 4 0.2 0.2
BbiObITNE n3-3a ncuxoHesp. HA 0.3 0.2

*, ** - BCe pa3nuyiuna CTaTUCTUYECKU HEe3HAYUMDBI

HeT pasnunuun mexay rpynnamm no 4yacrorte
BcTpevyaemoctu LUHC HA

Girard PM et al. HIV Med 2012;13:427-35



dtpasupuH DUET 1&2:
3TPaBUPUH He 06n1aaaeT renaToTOKCUYHOCTbIO

StpasupuH + OBT  e=e lNnauebo + OBT (n=604)

(n=599)
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Campbell T, et al. IAS Conference, Cape Town 2009, #MOPEBO038.



dtpasupuH DUET 1&2:
3TPaBUPUH He BAUAET Ha AMNUAHbIN Nnpodunb

Otpasupud + OBT  e~elnauebo + OBT (n=604)

(n=599)
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Campbell T, et al. IAS Conference, Cape Town 2009, #MOPEBO038.



dtpasupuH DUET 1&2:
3TPABUPUH HE BAMAET Ha ANNUAHbIN NPOPUIb

Otpasupud + OBT  e~e nauebo + OBT (n=604)

(n=599)
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Campbell T, et al. IAS Conference, Cape Town 2009, #MOPEBO038.



BbiBoAabl uccnegosaHum DUET 1&2

e ItpaBupuH — HHMNOT BTOPOro NnokoseHnsa, BOCCTAaHABAMBAOWMI YYyBCTBUTENbHOCTb
BUY-wTtammos, pesncteHTHbix K HHUAOT nepsoro nokosneHuA

* [o pesynbratam uccnegosaHum DUET 1 U 2 K 96 Hepene, aTpaBUpUH
NPOAEMOHCTPMPOBAN NYYLLNNA BUPYCOIOTMYECKUIM OTBET Y PaHEe NeveHblX
NaLNeHTOB:

— 57% nauneHToB, NONYYaBLIMX 3TPABUPUH, AOCTUIIN HEONPeaeAeMOro YPOBHHA
BMPYCHOM Harpys3ku B cpaBHeHnmn ¢ 36% B rpynne naauebo

* be3onacHOCTb “ nepeHoOCMMOCTb 3TPABUPUHA 6bln1a conocTtaBuma C nnau,e6o 3a
UCKNTKOYEHNEM CbITN, BCTpeLIaBLUEIZCFI B pPaHHUE CPOKWN NOCNAE HAYa/la TEPATTNN.

* [lpu npumeHeHUn 3TPaBUPUHA HexapaKTepHbl LUHC, ncnxmyeckne HapyweHna n HA
CO CTOPOHbI NeyeHun

MHCmpyKyus no meduyuHCKOMY nMpUMeHeHUIo nekapcmeeHHoz2o npenapama MiHmeneHc (mabaemku, 200 me). PecucmpayuoHHoe
yoocmosepeHue J1M-002399 om 17.03.2014.
Katlama C, et al. Antivir Ther 2010;15:1045-1052.



UHTENEHC

* Monekyna ETR, cBsi3bIBassCcb C 0bpaTHOM
TPAHCKPUNTAa30M, CNOCOOHA N3MEHATb CBOIO
NPOCTPAHCTBEHHYIO CTPYKTYPY, TEM CaMbIM
COXPaAHATb aKTUBHOCTb B OTHOLUEHWU
PEe3NCTEHTHbIX WTammos BNY?

200mg
peructpauma B mapte 2014

 Hawubonee pacnpoctpaHeHHaa mytaumsa HHUOT 1-ro nokoneHuna (K103N) He BeaeT K
CHUXEHMIO BUPYCONOTMYECKOTO OTBETa?

* Xopolaa nepeHocMMocTb cxeMbl ETR+DT, conoctaBMmasn ¢ naauebo+dT?!

* B03MOKHOCTb pacTBOpPATb Npenapat B BoAe (415 NauMeHTos,
MCNbITbIBAOWMX TPYAHOCTM C NPOrnaTbiBaHMEM TabneToK)?

A

1. Das K et al. ) Med Chem 2004;47:2550-2560. ~ —
2. IHCTPYKLMA N0 MeANUMHCKOMY MPUMEHeHUIo npenapaTa MHTeneHc ©



