MeTtaboanyecku 61aronpuaTHble cxembl APT y
60/1bHbIX BUY-MHpeKymnen
C PUCKOM CepAeYHO-COCyAUCTbIX 3a60/1eBaHNU

MuHaesa C.B.
22 mapma 2018, cosewaHue spayell UHPeKyuoHUCmMos, 2.H.Hoszopod

PHRU/HIV/0317/0001(1)
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*# [1.3.2.7. Cxembl APT, pekomeHayemblie 0CODbIM
rpynnam nauueHToB:

* 3.2.7.5. [layneHTbl cTaplie 50 /1eT U UMeroLLme
HapyLLUeHMA AUNUAHOrO U Yr/1eBOAHOro
obmeHa, 60/1bHble C pPUCKOM CepAeYHo-
COCYAMNCTOM NATO/10MNU



Puck UbC Bbille y
BUY-mHPULMPOBAHHBIX

OTHOLUeHuUue
pUCKOB
1
(0)

Het BUY CD4 > 500 CD4 200-500 CD4 <200

B4+, nonyuatowyme APT

Klein D, et al. CROI 2011. Abstract 810



Hauyazno APT noBbiwaeT pUCK
rocnutaansauum ¢ UbC

OTHOWEeHue
pPUCKOB

BUH  BUY+ BUH  BUY+
oTp. oTp.
Ao APT Mocne Havyana APT

Obel et al. Clin Infect Dis. 2007 Jun 15;44(12):1625-31



yBe/ny

OTHocuTenbHbIN puck UbC
3.7

| | | | |
LO 70 100 130 160 190
JIMHI (m2/0on)

Grundy SM et al. Circulation. 2004;110:227-239.



[Mpu gucamnuaemumn yseaiMnumBaeTcsa pUCK
MHdapKTa MMOKapAa

HHUOT Mpuem UM/p XonectepuH Tpuravuepuabl

* - p<0,05
Friis-Moller N et al. N Engl J Med. 2007;356:1723-1735.
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None <1 1-2 2-3 3-4 >4
Exposure (yr)
No. of events 3 9 14 22 31 47
Ne. of rerson-year: 5714 4140 4801 5847 7270 8477




H 3a6osneBaHuA XKKT

M 3a60/1€BaHUA AbIXATE/IbHOM CUCTEMBI

| ApTepuaanaﬂ rmnepTeH3un

B OxupeHue (MeT.CMUHAPOM)

B 3360/1€BaHMA KOCTHOM CUCTEMDbI

W lrennatut C

B M'Mnepavnuaemus

Puck CC3, 06yc/10B/1I€HHbIM Hac/1€4CBEHHOCTBIO
NBC

CaxapHbiii guaber

B TaxuKkapaus

B lennatut B
1 Bo/@3HU MO4Eeno/10BOI CUCTEMbI
W cceHuMaNnbHaA rnepTeH3us

1 Ty6epkynes

MHpapKT MHoKapaa



http://www.abstractstosubmit.com/eacs2015/eposter/getfile.php?d=213&t=f&
http://www.abstractstosubmit.com/eacs2015/eposter/getfile.php?d=213&t=f&

(aMcamnugemus, Aun
AvnorunepoTpodun)

o HapyweHune yrnesogHoro obmeHa

O Mcnosab3oBaHuMe npenapaToB K/1acca
MHIMOBUTOPOB NpoTeas 3Ha4YMUTE/IbHO
MOBbILLIA/IO PUCK PA3BUTUA
MeTabo/M4eCcKkoro CMHAPOMA
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* EFV npogemoHCcTpUpoOBa/ 3Ha4YMMOeE B b
mnmnaos B uccineagosaHnax STARTMRK' n ACTG 52022

* LPV/RTV npoAeMOHCTPUPOBa CBA3b C NOBbILLEHHbIM
KyMy/ZATUBHbIM puckom MM B ncciegosaHum Kkoroptbl D:A:D,

a TaKXe B/IMAHME Ha IMNUAHBIM NPOPU/Ib B UCC/1€40BaAHUM
ARTEMIS

* ATV/RTV n DRV/RTV A4eMOHCTPUPYIOT CYLLLECTBEHHO MEHbLLee
B/IMAHUE Ha IMNUAHBIM NPOdU/Ib B CpaBHEHUM C
/IoNUHaBupom/p 34

1. Lennox J, et al. Lancet. 2009;374:796-806 2. Daar ES, et al. Ann Intern Med. 2011;154:445-456.
3. Molina JM, et al. Lancet. 2008;372:646-655. 4. Ortiz R, et al. AIDS. 2008;22:1389-1397.
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* RPV, B ot/imume ot EFV, B MeHbLLeN cTeneHu BAUAET HA NOKa3aTe/Im
/IMNUAHOro obmeHa’

* MepeBopg Ha FTC/RPV/TDF yay4waeT AMnuAaHblii npoduib,
U3MEeHEHHbIM Ha ¢pOHe npeabigyen cxembl Kak ¢ UM/, Tak u ¢
HHUOT nepBoro nokoneHua?

1. Cohen(, et al. 6th IAS 2011; Abstract TULBPE032
2. Ocampo et all CHANGES AND TOLERABILITY IN A COHORT OF ADULT HIV-INFECTED PATIENTS SWITCHING TO RPV/FTC/TDF,
DUE TO INTOLERANCE TO PREVIOUS cART. http://[www.abstractstosubmit.com/eacs2015/eposter/getfile.php?d=367&t=f&
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T JIMHN

-0,25
-0,5

p < 0,05

-0,75

M3mMeHeHWe OT Havana uccieg0BaHua (MMOb/N)

Mills A, et al. 18th Annual Conference of the British HIV Association 18-20 April 2012 Birmingham, UK. Poster P 186.
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MMO/1b//1
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-0,7

-0,8

U3MmeHeHMe ypOBHSA NIUMUAOB K 24 Hep,

OX JITTHI r

-0,36

* - p<0,05 VS Ha4ya/10 Ucc/1eA0BaHUA

3HayeHUs He OT/IMYA/IUCb Ha 24 U 48
Heg Ucc/1ea0BaHUSA

Rokx et al. AIDS Res Hum Retroviruses. 2015 Feb 26. [Epub ahead of print]



UT/p+2HUOT - RPV/TDF/FTC
YAydumeHUue AUNUOHO20 NPOPUAS

MN3meHeHMe oT Hauana ncaneoBaHMA (MMDJ’II:: J"I)

JAMNHN Anen

"~ | I
o W RPV W UMN/p

*-p<o,05vs Ul/p

SPIRIT

Fisher et al. 11th International Congress on Drug Therapy in HIV infection; November 11—15, 2012; Glasgow, UK. Abstract no P28,



« CumnnudmKaums peMMMW
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+ YnyJlleHne KkayecTBa KusHn'3

+ [loBblLLIEHNE NPUBEPKEHHOCTN NevYeHunto!3

+ CHWKEHNe pucka BUpyconorm4yeckon Heygaumnt-=
+ [lonroBpeMeHHOEe CHUXEHUE TOKCUYHOCTK!3

+* RPV/FTC/TDF — 6e3onacHbIn pexxum B 1 Tabnetke *

* SPIRIT — nepBoe nccrnegosaHne, NpoBoAMMOE C LIENbio OLEHKU
6e3onacHoCTM N 3 MEKTUBHOCTU NEPEKNIOYEHUSA C ycuneHHoro UM
(MM+RTV) - Ha ynpoweHHbIn pexxum ¢ OTC RPV/FTC/TDF y
NnauueHTOB C BUPYCONOrM4yeckom cynpeccuen

1. Claxton, Clin Ther. 2001;23(8): 1296-1310; 2. Stone, J Acquir Immune Defic Syndr. 2004;36(3); 3. DHHS Guidelines. February 12, 2013; 4.
COMPLERA. Product Monograph Gilead Sciences Canada, Inc, Mar 2013



(%)

CpeaHsAA NpUBEpPKEHHOCTb
nprvemMa npenapaTos

P < 0,001

P = 0,008

100 P = 0,001

Bcero 1pla 2pla 3pla 4 plg,

MccnenoBaHUA 3/1€KTPOHHOMO MOHUTOPUHIA MPUBEPIKEHHOCTU

U. Laufs, V.Rettig-Ewen, M. B6hm. Strategies to improve drug adherence //European Heart Journal. - 2010, Volume 32, Issue 3 Pp. 264-268.

http://eurheartj.oxfordjournals.org/content/32/3/264.full
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MauneHTy He0O6X0AMMO NPUHATL 95% U 60/1€e Ha3HA4YEeHHbIX
A03 npenapaTos

Ecnu 6onbHOU

Ecnu 6onbHOM NnpUHUMaeT
NpUHUMaET npenapatbl npenaparbl 2 pa3a B
1 pa3 B AeHb, T0 95% AeHb, To 95%
NPUBEPXXEHHOCTH NpUBEPXKEHHOCTH
O3Ha4aeT Nponyck He O3Ha4yaeT Nponyck He

O6onee 1 no3bl B MecAL G6ornee 3-x o3 B mecs,

Bennesa B.B, Kpasuenko A.B. TPMBEPXEHHOCTb BbICOKOAKTMBHOWM MPOTUBOPETPOBUPYCHOWM TEPAMNMM NMPU BUY- MUHPEKLIMW. Mocobue ans Bpaveit. 2004,
C.42
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Ha3HauyeHne PUKCMPOBAHHbLIX KOMOMHaUMM [003 CHUMAET PUCK
HecobntoaeHnsa Tepanmun Ha 24-26% (1)

®PunKcMpoBaHHble KOMOWHAUUMKM A03 A3T  cheuuanmcTam
BO3MOXHOCTb Ana 6onee 3¢p¢PeKTUBHOro BeAeHUA XPOHUYECKUX
3aboneBaHu, Tpebyrowmx NOKN3HEHHOW Tepanumn (2)

C uenblo ynyvyweHMA NPUBEPXKEHHOCTU N1IeYeHUI0 U AOCTUXKEHUA
Nydlero K/JAMHUYECKOro wucxoda, NpuM  Jie4eHUU XPOHUYeCKUX
COCTOAHMMN Heobxoanmmo oTAaBaTb NpeanodYTeHUe GUKCUPOBAHHbIM
KOMBUHaUKMAM 403 C OAHOKPATHbIM pexxnmom npuema (1, 2, 3)

1. ANTIRETROVIRAL TREATMENT OF ADULT HIV INFECTION. JAMA, July 25, 2012—Vol 308, No. 4;
2. BangaloreS. et al. The American Journal of Medicine. 2007; 120, c. 713-719.
3. WilligJ et al AIDS. 2008 October 1; 22(15): 1951-1960. doi:10.1097/QAD.0b013e32830efd79



CYTKMU e

Bharogapsa xopoulen nepeHoCMMoCTH, IBuUr/iepa

- OMTUMAa/IbHbIV BapUAHT A4/1A MepeK/Ir04eHUA BUPYCO/10rMYeCKun
CynpecCMpOBaHHbIX NaLMeHTOB, noay4vatowmx UM/p, NVP nam
EFV

Hanbosnee yaobHasa cxema agna Tepanum NauuMeHToB, paHee He
noay4vaswmnx APT, ¢ BH <100 000 K/mn
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H Aucavnugemua
25 A A
o
Charpentier Gianotti Bernaud Gantner Cazanove
[MpnunHbI NepeknoyeHuna ¢ npeabiaywux pexumon APT, %
1. Charpentier C. et al. AW96 Follow-Up. PLOS One, 2015 4. Gianotti N. et al. J Int AIDS Soc, 2015, 18;20037

2. Gantner P. et al. Switching to FTC, TDF and RPV as STRin VS HIV-t-infected 5. Cazanave C. et al. Open Forum Infect Dis, 2015, 12, 2(1)
patients: a cohort study. HIV Medicine, 2014;
3. Bernaud C C. et al. INFECTIOUS DISEASES, 2016 48 (10), 754-759



pXaHue B KpoBM, Mr/an \
250 - -

= [lpeaenbl HOpmbI
200 -
150 - W Ao Hayana STR
100 - M Yepes 6 mecAues noc/ae
Hayasa STR
50 -
o —

OoX JINHN J/INBMN* T

*He meHee 60Mr/an

Cazanave C. et al. Open Forum Infect Dis, 2015, 12, 2(1)
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Jo NALIMEHTOB, KOTOPbIM ObINW Ha3HaYeHbl CPEACTBA, CHKAIOLLIME YPOBEHb

25,0% -
20,0% -
15,0% -
10,0% -

5,0% -

0,0%
Ao Hadyana STR

Cazanave C. et al. Open Forum Infect Dis, 2015, 12, 2(1)

ninonpoTtenaos

Yepes noa roga nocse Hadyasna STR



«[loka Hem nekapcmead, Komopoe 66l NOAHOCMb

gupyca ummyHodeduuumd, HO pa3pabomaHsl Npendpamel, CNOCOBHbIE
nododepimusams WU3HeCNnO0CobHOCMb hauueHmad. BU4-uHPpekuus nocmeneHHo
CMAHOBUMCA YACMbIO HCU3HU Y€/108€Kd, NOIMOMY eMY HYHHO HAy4yumbCs # UMb C
amoli 60/1e3Hblo. Ha ce2o0HAaWHUU 0eHb OCHOBHAA 3d0ayd MeduUUHbI —
npedocmasume sie4eHue, Komopoe bydem 8bICOKO3PEeKMuUBHbIM U 6e30NdacHbIM.
MMeHHO N03MOoMmy Hd PbIHOK 8bIX0O0SAM HOBblE Npendpdmebl, KOmopble N0JAs/ASHoM
ypO8€eHb 8UpPYCd 8 KPOBU, d MAK»ce n0380/150m NAuUeHMdam 3Ha4yume/1bHO
ynpocmume pexcum e4YeHusl, 00HUM U3 mdKux Npendapamos sa8/1aemcs
pU/NUBUPUH»

AokTop KesnbBuH Ax. KosH (CLUA), raaBHbIi UcciegoBaTeIb 96-HeAe/1bHOro
ABOWHOIO C/1€Mn0ro paHA0MU3UPOBaHHOIO K/IMHUYECKOro nccaegosanus lll
¢$asbl, NOCBALLEHHOr0 U3y4yeHuto 3pPeKTMBHOCTU U 6esonacHOCTU
pUANUMBUPUHA



«BHedpeHue 8 npakKmuKy HOBbIX CXEM /Ie4YeHUS € np

UMerWuX yay4YuweHHbll npoduib 6e30ndcHOCMU U HA3HAa4YdemblX N0 0OHOU mabiaemke
0O0UH pas 8 deHb, 3Ha4YUme/IbHO ho8blWdem npusepKeHHOCMb NAUUEHMO8 mepanuu u
N0380/159em UM MAKCUMA/IbHO 00/120 0CMAsdmbCs HA pexwcume nepgoll AUHUU 6e3
paszsumus ycmoul4vusocmu BUY. Omo cyuwiecmseHHO yayvwidem npozHO3 018 ndyueHmd
U COXpaHsem 8 pesepse 60/1bWoe KO/Uu4ecmso npenapamos, Komopble Mo2ym bbimb
HAd3HA4eHol 018 8mMopol U Noc1edyrouwuXx AUHUU mepanuu».

IOpuH Oner MNepasnbaoBuy, A.M.H., npodeccop, 3aMmecTuTe/Ib pyKOBOAUTEAA
degepasibHOro Hay4YHO-METOANYECKOro LeHTpa no npoduaakTuke n 6opobe co
cnngom ®ryH «UHUU dnngemuosornu
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NHTeneHC

ANA NAUUEHTOB C HapyLIeHUEM /IMMUAHOTO NPpOdUAA U
BUPYCO/IOMMYECKOMN Heyaadyel B aHaMmHes3e



TmMbKui
MHIMBUTO

PurmngHbii
UHIMOUTO

P P
. Tl 12
€CTKaA CTPYKTYpa pamere N NH
X PYKTYp gl 3 | \\\‘ﬁ}; 4
N
Br =
BpalieHne pqriz

B ot/imdne ot HHUOT nepBOro noko/1eHuUA aTpaBUPUH MOXKET BPaLLLATbCA
1 6/10KMPOBaTb OOPaTHYO TPAHCKPUNTA3Y B Pa3/IMYHbIX KOHGOPpMaLMAX,
B/IUAIA HA pe3ucTeTHbie WTammbl BUY

Das K et al. J Med Chem 2004; 47:2550-2560.
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(u/auown) BWHahEHE 0JOHTOXOW 10
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Girard PM et al. HIV Med 2012; 13(7): 427-435



UK Switch uccineagosaHue: usmeHeHUs ypoBHA IMMUAOB NOC/1E NePeK/II0YeHUA €
EFV Ha ETR

Ob6Lwuni xonecTtepuH /INBN JIMHTM
(p<0.001) (p=0.212) (p=0.021) (p=0.092)
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Waters L, et al. XVIII IAS, Vienna 2010, #MOPDB103
Waters L, et al. 3rd BHIVA, London 2010, #07



RAL' ETV?

AINHI oX T

1. Adapted from Steigbigel R et al. Clinical infectious Diseases 2010; 50:605-12
2. Katlama C et al. Antiviral therapy 2010; 15(7):1045-52



IBUNNEPA n UHTEJIEHC
B OTeYEeCTBEHHbIX peKomeHAauuax

BosibHbIE C pPUCKOM CepAeUYHO-COCYAUCTOU NAaTO/IOTUM
HY>XAal0TCA B HAa3HA4YE€HUU NpenapaTos, B HAUMEHbLLEN
CTeneHu BAUAIOLWMUX Ha IMNUAHbINA U YrieBoaHbIU 0bmeH.

* RPV u ETR u3 rpynnbl HHUOT, RAL, NVP, a TakXe aHTaroHucT
CCR5-peuentopos MVC B HaMMEHbLLEN CTEMEHMU BAUAIOT HA
YINeBOAHbIN U INNUAHBIK 0O6MmeH. [To3ToMy YKa3aHHble
npenapaTtbl ONTUManbHbI ANA 3TOM rPynnbl NALUUEHTOB.

MoKkpoBckuii B.B. 1 coasT. HaunoHanbHble peKoMeHAaUnmn no AgnucnaHcepHomy HabatogeHuto n neyeHnio 60abHbIX BUY-
nHdekumen//dnnaemmonormsa n HPeKUMoHHble 601e3HN. AKTyasibHble Bonpocbk! Ne6, 2015



