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AHTNpPEeTPOBUPYCHbLIE Npenapartbl APT-2019

Antiretroviral drugs 2018/19 www.i-Base.info Phoneline 0808 800 6013 Monday-Wednesday 12 noon—4pm
Drug names Recommended adult dose * Total daily pills NNATIs: reverse Inhibitors (non-nukes)
Fixed dose combinations ?73:7 "? 'Prii?';""’ Applulmﬂa roximate o actual size. | efavirenz 600 mg 0r 200 mg 1x600ubb((a3x20qMom- 1 tablet (or 3
: : One tabler, once-caty. Take at (Gustv. [pictred]orgoneri)* | QUMY | ey aiight. notwithhigh atmeal. | capsules)
mom";;omoﬂ L night and not with a high fat meal. 1 - —
See info on separate drugs. nevirapine PR 400 mg (Viramune (ki 1x400 mg once a day. 1x400mg
TAF One tablet, once-daily. [plctured] or generic ** s | Takewith or without food.
BAdaryy Dioworedr's TAF & - Take with orwithout food. 1 — ey e s
emtricitabine) § Seeinfoon drugs. o(yg;he(lwmg et / i dalry.mwlhmod.' 2ord
» or ‘.‘W\u £
Eviplera (rilpivirine + 2% One tablet, once-daily, with food 4 ma) ) v Dispersible in water.
emtricitabine + tenofovir DF) ot (400 kcal). See separate drug Info. ripivirine ( 128 mg tablet, by tibe .
Odetsey (rilpivirine + = One tab ily, take with . (Edurant) with main meal (500 kcal).
emtricitabine + TAF) @ food. See info on separate drugs. Nis of INSTis: infegy ThibioTS
. One tablet, once-daily. 2 1 x 400 mg, twice-daily OR
m‘i‘r(fdmn:; - Tlion it or without lood 1 oo ieplaidy-Losinde j 2x 600 mg tablet, once-daily. 2
; L | S| Seeinfoon separate drugs. E : 900mg yelon} fesatees) Take with or withoutfood.
One tablet, once-daily. 1 x 50 mg tablet, once-daily (or 1 x 50
Genvoya (elvitegravir + 510 1 mg
i dahi - 48 Take with food. i Q . twice -daily). With food if twice- 1or2
cobicistat + emtricitabine + TAF) Seaiibon s aoon: dolutegravir (Tivicay) ' zglymmmqwmom - | I
Striblid (elvitegravir + [EUE 2 7 N s 1
cobicistat + emiricitabine + mwww'w%m 1 gravirand gravir are only in pllls - see Stribild, Genvoya and Biktarvy.
tenolovir DF) : : -
— — CCRS inhibitors (entry inhibitor)
Symtuza (darunavir + | Onetablet, once-daily, take with < 150 mg or 300 mg ar 600 mg,
cobicistat + emtricitabine + TAF) 8121 food. See info on separate drugs. ! maraviroc * (Celsentri) > udl’r’:hd,d;o‘gndm 1or2or4
o on other ARV in the combination,
Juluca (dolutegravir + One tablet, once-daily, take with 1
rilpivirine) § food. See info on separate drugs. b/PtL: boosted protease inhibitors
= 2 1 x300 mg cap + booster, once-daily. 1
Dual nukes:r or nucleotide reverse i (NRTIs) | atazanavir * (Reyataz) - Take with food. 150 mg and 200 mg (+1booster)
tenofovir DF 300 mg + ‘ peiias aiso avallabh
emtricitabine 200 mg - Onetablet, once-dally. 1 | darunavir 600 mg ) 1xB00mg + booster once-dally (OR | 4o (4 10r2
(Truvada [pictured] or generic) ** [ (orange) & 800 mg 1x600 mg + 100 mg booster twice- boosiers)
| (red), (Prezista) * dally with resistance). Take with food. | !
TAF (10 mg white or 25 mg biue) + @ One tablet, once-daily. 1 I = - i fr———)
emtricitabine (200 mg), Descovy f atazanaviricobicistat (Evotaz) “ 1 tablet, once-dally. Take with food. 1
abacavir 600 mg + lamivudine w
% P One tablet, once-daily. 1
_SOOWIKMWGWW) 77777 il | I— - @;___ " istat ( e 1 tablet, once-daily. Take with food. 1
Single nukes (NATIs) | | ~——
lamivudine (3TC) ** 1x300mgor2x150mg (300mg | 41300 mg — —
(Epivir [pictured] or generic ) @ shcwn).mﬂuaonco-odry 2if150mg PK (pharmacokinetic) boosters
= Ovtwios-dally dosey. cobicietat () 150 mg tablet, once dally. Used 10 ———
abacavir** 7 2 X300 mg tablets (taken as a 2 (Tybost) ) boost atazanavir, darunavir and boosted dnug
(Ziagen [pictured] or generic) once-daily or twice-daily dose). q
emtricitabine - ritonavir (fr) * 100 mg tablets used atdifferent doses |  depends
it (FTC) ga- 1 x 200 mg capsule, once-dady. 1 {Norvir) Q 10 boost other Pls. onPI
tenofovir DF * ** ) 1x300 mg tablet, once-dady. 1 * Different doses or formulations might be used - always check doses with your pharmacist.
(Virsad [pictured) or generic) s “Generic versions might be a different colour and shape. § EU approval pending.




Mpobaembl 1 BOSMOXHOCTH
aHTUpeTpoBupycHoun Tepanumn (APT)




MuLLueHM aHTUPETPOBUPYCHOWU Tepanuu







«Hu3kaa supemua»

(low level viremia, LLV)
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[loHATHMe pe3epByapa BUY




AHaTomMmunyeckue pesepByapbl BUY
LIHC .

* AHaTOMMUYeCcKue pesepsyapbl — 3TO 30Hbl
Yyesl0oBeYeCcKoro opraHu3ma, rae BUpyc
NPoAOAXKaeTcA pa3MHOXKaTbCA TOrAa,
KOraa B N/1a3me KPOBMU €ro yXe HeT

KPOBb 6narogapa npumeHeHuto 3PPeKTUBHOIM
Tepanuu
XKKT &

* [lpuuKHOI 3TOrO, KaK NpaBuNo, ABNAETCA
aHaToMmunuyecKasa 060cobaeHHOCTb TaKOU
30Hbl, NPENATCTBYIOLLLAA NPOHUKHOBEHUIO
_ JIeKapCTBEHHbIX NpenapaToB U CO34aHUIO0
KOCTHBbIN MUX AOCTAaTOYHOM KOHLLEHTPAL UM B KNETKax,
MO3r npoAayuupyrowmx sBupyc

* Takue TKaHU UM OpPraHbl NOAYYUAU
Ha3BaHMWe CaHKTyapues



MexaHusm ¢opmnpoBaHUA NATEHTHO

MHOUUMpoBaHHbIX CD4+ T-KNneToK

LIS
l naTeHTHO UHdMLUMpoBaHHanA

'4 I 5'\ KrneTka namMmsaTun

aKTMUBUpOBaHHas
CD4+ T-kneTka

arnorimo3

desieHUe

peakmueayus




% CD38+HLADR+
CD8+ T Cells

MnepakTuBaumMa MMMYHHOU cuctemMmbl B xoge APT

g & 8

==

HIV+ HIV+
Untreated ART
(n=82) (n = 65)

[=]

Be3s APT




KanHuyeckoe 3HayeHue pesepsyapos BUY

e YpoBHEM coaepKaHUA MapKepoB anonTo3a U NPOBOCNAAUTENIbHbIX LLUTOKUHOB;
e CreneHblo pubpo3a nmmdpounaHbIX OpraHoB

e CteneHblo ucroweHmna nyna CD4+ T-KNeTOK U CPOKOM BbIXKUBAHUA

e CD38 u HLA-DR — nyuiwune npeguKTopbl nporpeccuposaHna BUY-nHpekuuun

KnuHunyeckmne pucku:

* MoBblWweHHbIN puck cmeptn ot CMNAa

* MoBbILWEHHbIA KAPANOBACKYIAPHDbIA PUCK
e HeiApOKOrHUTUBHDbIE PACCTPOMUCTBA

e OcTteonopos u ap.

Risk of disease

Inflammation



CtpaTternm nanevyeHmnsa BUY-nndbekumnn

JpaanKkaums
(cTtepunuayrowias

Tepanus, eradication) PyHKUMOHaNbLHoe
n3riedyeHume

(functional cure)

*lMonHoe yHnuYTOXKEHME *CoxpaHeHue

pe3sepsyapos BUY UMMYHHOM PYHKLIUMU B
*O1cyTtcTtBue PHK OTCyTCTBUE

(<1 konuu/mn) cneundpuyeckom
eOT1cyrctBue AHK

Tepanuu
*PHK B4 < 20-50
Konuii/mn

(MHPUUMPOBAHHDBIX KNETOK)



CCR5 A32 ctBONOBbLIE KINEeTKMU

[ 4 TN

«AUKUA TUN» peneuunna A32 CCR5



Tpu cnyyvasn apagukaumm BUY (2007-2019)

«beprnuHckum «JloHOOHCKUN «Aroccenbaopdcknmn
nauueHT» nayueHT» nauyueHT»
* leTeposurora A32 o «Anknn TMN» » XOOXXKMHCKas
« OcTpbIN * XOmKKMHCKas numcoma
MUEroreHHbIn numdoma » be3 obny4yeHusn
nenkos - Be3s o6nyveHus « YacTuyHas
* NMonHoe e YacTUYHaS UMMYHOCYynpeccu
obnyueHue MMMYHOCYNpPEeccH A
 lNonHasn 2| * Pemuccusa 9

MMMYHOCYMNnpeccu  Pemuccus 2 roga MecsiueB
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International Collaboration to
guide and investigate the
potential for HIV cure by Stem
Cell Transplantation

IciStem BknroyaeT okono 38 000
OOHOpPOB
39 nauueHTOB Nocne TpaHcnlaHTauumn
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[eHHaA TepanuA: NCKYCCTBEHHAA

neneunsa reHa CCR5

aHanor CCR5 A32
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“B™ and-kill

Block-
- and-lock




CTpaTeFVIVI PEAKTUBALIMU JIATEHTHbLIX KJII€TOK

(kick-and-kill)




AKTUBaTOpPbLI NaTeHTHOro nposupyca BUAY




CTpaTterum MHrMOMpoBaHUS TPaHCKPUNLUUN B
nateHTHbIX Knetkax (block-and-lock)

UHrubupoBaHue 6enka Tat
(BUpyCcHbIN Genok-TpaHcakTuBaTop)

WHrnonposanne HSP90 =>NF-kB
(krneTo4HbIN Oenok)

| 1
UHrubuposaHune LEDGF/p75

(LEDGINS)




KnnHn4yeckue ncnbiTaHnsa cnocoboB

dyHKLUMOHanbLHoro naneyeHnsa BUY-nHdekumnm

BknroyaloT aTan «aHanuMTU4YecKoro» npepbiBaHUsA Tepanuun

AHTUpeTpOoBUpYCHanA

Tepanus | \
——-———————————/\—-—-— —
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 BupycHasa Harpy3ka
 CDA4+ T-kneTtku

« Mapkepbl akTuBauuu
Bpems 0o Bo3BpaLlueHus

BUPYCHOW Harpysku
« O6bLem pe3epByapoy

CGop obpas3uoB
KPOBM M aHanu3
BUpyca




MonekynapHblie meToabl
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HopmanusoBaHHasa KpuBasA (N0 OTHOLIEHUIO K YUCAY KNIETOK)

.
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NOHK v PHK BUM B Knetke

D
KOHK S~ BupycHaa PHK B

1/2LTR-AHK S isforics

, V
\O % MPHK

nposupycHaa AHK

(cobcTBEeHHO
pesepsyap)



«JedeKkTHblie» reHombl BUY
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AbopTMBHaa UHDEKUUA




NOHK v PHK BUM B Knetke

D
KOHK S~ BupycHaa PHK B

1/2LTR-AHK S isforics

, V
\O % MPHK

nposupycHaa AHK

(cobcTBEeHHO
pesepsyap)



Droplet digital PCR (ddPCR) ana oueHKU KNETOYHO-
accounnposaHHou PHK BUY (caRNA)

Generate droplets

™) Perform PGR with | ‘ g

/" or hydrolysis probe

Read and analy
results

- MeTtog He TpebyeT KOIMUECTBEHHOrO CTaHAApTa

-MeTtoa no3BonaeT OuEeHUTb NONYAALUIO PenIMKaTUBHO-
KOMMNEeTEeHTHOro Nnposupyca 6e3 npoaoMKUTeNbHOro
KYyNbTUPUPOBAHUA, 0O4HaKo npobaembl HCPHK m
«pedeKTHbIX» reHOMOB He peluaeT

- ®eHomeH "leaky latency” u akTuBHbIE pe3epByapbli

- MoCT-TPaHCKPUNLMOHHAA NATEHTHOCTb?



KynbTypanbHblie meTtoabl




KynbTypanbHbl meToa,

(quantitative viral outgrowth
assay, QVOA)

naasmagepes
CD4+(HLA)-DR-
(HeraTuBHas
cenekuus)
usmepeHue
Konu4yecmea supyca

(p24/PCR) PHA




MonekynsapHbie MeTOoAb

100-1000 pas
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