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Challenges for AIDS Treatment Activism In
the Next Decade
[MpoGnemMbl AnNA aKkTUBUCTOB Jle4YeHUs
BUY/CIMMWOa Ha cneayrowme 10 net

* Access to treatment/ [Joctyn Kk neueHuto
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Challenges for AIDS Treatment Activism In
the Next Decade
[Mpobnembl ANA aKTUBUCTOB JIe4eHUs
BUY/CIMMWOa Ha cneayrowme 10 net

* Improvement of treatments, including
immunotherapy/ YayuweHune cxem neyeHus, B
TOM YUCe UMMYHOTEpPanua
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Challenges for AIDS Treatment Activism In
the Next Decade
[MpoGnemMbl AnNA aKkTUBUCTOB Jle4YeHUs
BUY/CIMMWOa Ha cneayrowme 10 net

* Critical involvement in AIDS Cure research/
Pewalwuwme n KpanHe Heobxoammoe yyacrtme B
uccnepoBaHuaAx no usnedyeHuio BUY/CNUNAa
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. from Human History

... U3 UICTOPUM YenoBeyecTBa

 AIDS first described in 1981/ nepsbiii cayuain CrA/a
onucaH B 1981 .

* Only very few retroviral diseases known at this time/
N3BeCTHO BCEero HECKO/IbKO PeTPOBUPYCHbIX
3abonesaHum Ha TO Bpems

* Median time from HIV infection to death ~10 yrs/
CpeaHuun nepunopg ot 3apaeHua BUY po cmeptu —

okono 10 ner | |
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... from Human History
... U3 UICTOPUU YernoBeYyecTBa
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Figure 3 | Schematic diagram of the course of HIV-1 infection. This diagram illustrates the
relationship between HIV-1 virus load (red line) and CD4+ T-cell count (bue line) over time in a typical

case of untreated HIV-1 infection. DC, dendiritic cell.
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... from Animal History

... 13 UCTOPUN XKNBOTHDbIX

* SIV first isolated in 1983/CBM (cummnaHcKunii Bupyc
nMmmyHogeduunTa) Bnepsblie BbiaeneH B 1983 r.

* SIV is probably >30,000 yrs old/ CBU okono 30000 net

* SIV causes symptoms / disease in certain non-human
primates only / CBU Bbi3biBaeT cumnTombl MU
6one3HU TONbKO cpean HEKOTOPbIX BUAOB

XUBOTHDLIX-NMPUMATOB
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... Questions (1/2)/Bonpoc (1/2)

* Is there a natural immunity against HIV or SIV
infection?/ CywecTtsyeTt m ecTeCTBEHHbIM
nmmyHurtet npotus BUY nnn CBU?

e Can a host control infection with a retrovirus
permanently?/ Moxet 11 HocuTenb BUpYyca
NOCTOAHHO KOHTPO/IMPOBATb UHPEKLMUIO C

NOMOLLbIO peTpoBupyca?
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... Questions (2/2)/ Bonpoc (2/2)

* Has SIV lost its pathogenic potential with
evolution?/ Yrpatun nn CBU cBoi
NaTos0rMYyecKkMn NnoTeHuuan 3a nepmoa,
3Bonounn?

* How do viral factors change over time?/ Kak
N3MEHAIOTCA BUPYCHbIe aKTopbl CO BpemeHem?

bl
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... and more Questions (1/2)/
... U ewe Bonpockbl (1/2)

* Is it possible to stimulate a successful immune
reaction?/ Bo3MOKHO /211 Bbi3BaTb YCMNELIHYIO
MUMMYHHYIO peakuutio?

 What factors contribute to a permanent
suppression of HIV?/ Kakue dakropbl
CNOCoO6CTBYIOT NOCTOAHHOMU cynpeccum

(nopasneHnio) BUY?

Training
Aca d e' my ©Stephan Dressler 2014
STEP-UP: Skills Training to Er atients




... and more Questions (2/2)
... U ele Bonpochbl (2/2)

* Is it possible to modify the virus and attenuate
it?/ BO3MOXHO 11 USMEHUTb U 0cNabutb Bupyc?

* Which functional sites of HIV must be switched
off to prevent replication?/ Kakue
PYHKUMOHANbHble YacTu BUY HyKHO
«OTKJIOYUTbY, YTOObI NPeaoTBPaATUTDL €ro

penankauuio?
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... and a Long List of Problems
... U ANINHHBLIU NepeYvYeHb npoodrem

* Viral factors/BupycHblie dakTopbl

* Latency and Persistence/ CkpbiTocTb u
YCTOMUYNBOCTDb

* Reservoirs in Anatomical Departments / Tissues
Pe3sepByapbl B aHaTOMUUYECKUX YaCTAX/TKaHAX
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... and a Long List of Problems
... U ANIMHHbIN NepeYeHb nNpoodnem

* Immune activation/ UmmyHHaa aktusauusa

* Infection of the immune system/ 3apasxkeHue
MMMYHHOMU CUCTEMDI

* Autoimmune reactions/ AsBToummyHHasa peakuumsa

* Modifications with ART/ UameHeHusa c APT
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... and a Long List of Problems
... U ANIMHHbIN NepeYeHb nNpoodnem

 'Establishing’ of an HIV infection/
«YcraHoBneHHaa» BUY nHdekuuun

 What happens when?/ 4Yto 1 Korga npoucxoaur?

 When is an HIV infection 'established'?/ Korpa
npoucxoant uHdGuumnposaHue?

P?/ Bblip,bl i |il'l?
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... and Various Strategies (1/4)
... U pa3Hble noaxoabl (1/4)

* Treat early to prevent establishing of HIV infection?/
PaHHee HauyaTue neyeHunn C Lenblo NpeaoTBpaTUTb
«yCTaHOBNAEeHUue» nHdpekuun?

* Post-Treatment controller, Visconti study/ koHTponb
nocne neyeHua, UccnepoBaHmne BUCKOHTU

e But: How early is early?/ A paHo — 3710 Korga

MUMEHHO?
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... and Various Strategies (1/4)
... W pa3Hble noaxoabl (1/4)

OPEN @ ACCESS Freely available online @ PLOS | parnosens

Post-Treatment HIV-1 Controllers with a Long-Term
Virological Remission after the Interruption of Early
Initiated Antiretroviral Therapy ANRS VISCONTI Study

Asier Saez-Cirion'*, Charline Bacchus?, Laurent Hocqueloux?, Véronique Avettand-Fenoel*?,

Isabelle Girault®, Camillp Lecuroux®, Valerie Potard”®, Pierre Versmisse', Adeline Melard®,

Thierry Prazuck®, Benjamin Descours?, Julien Guergnon?, Jean-Paul Viard®>®, Faroudy Boufassa'®,
Olivier Lambotte®'’, Cécile Goujard'%'", Laurence Meyer'?'?, Dominique Costagliola”®'?, Alain Venet®,
Gianfranco Pancino', Brigitte Autran?, Christine Rouzioux*®*, the ANRS VISCONTI Study Group'

PLoS Pathog 9(3): March 2013 e1003211. doi:10.1371/journal.ppat.1003211
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... and Various Strategies (2/4)
... U pa3Hble noaxoAabl (2/4)

* Intensify antiretroviral therapy?/ Ycunutob APT?

* Combination with immunotherapy?/ Coueratsb c
MMMYHOTepanuen?
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... and Various Strategies (3/4)
... U pa3Hble noaxoabl (3/4)

* Activate latent / dormant HIV?
AKTUBUPOBATb CKPbITbIN/cnawmmu BUY?

* Eradicate activated HIV with ART?
YcTpaHuTb aktuBmnposaHHbI BUY ¢ nomoubto

APT?
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... and Various Strategies (4/4)
... U pa3Hble noaxoabl (4/4)

* Gene therapy?/ leHHasa Tepanua?
e Cut out HIV from the genome (Tre-recombinase

HIV)?
Bbipe3satb BUY c reHoma (Tre-pekombuHasza BUY)
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... or Combination Strategies?

. UITIM KOMOMHUPOBaHHbLIE NoaxoAbl

Intensified ART plus immunotherapy to block HIV to
become residual?/ Ycunuts APT u po6asutb
MMMYHOTEpanuio, YTobbl NONHOCTbIO u3sneub BUY?

Early ART plus immunotherapy to influence the CD4
cell reservoir?/ PaHHaa APT n ummyHoTepanus, 4ytTobbl
NOBAUATb HA pe3epByapbl Knetok C44

Other: combination of ART plus gene therapy?
UHaa: KombuHuposaHue APT u reHHOU Tepanun?
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... and what makes it so complicated?

... U YTO TYT TaKOro CrnoXHoro?

* Despite 3 decades of research, many 'white areas’/
HecmoTpsa Ha 3 aecAaTuneTua uccneaosaHum, Bce eLle
6enble NATHA

* e.g., how can we measure the amount of HIV in a
reservoir?/ Hanp. Kak usmeputb Konnuectso BUY B
pe3epByapax?

* Does viral load testing in blood tell us enough about viral
replication?/ [loctaTouHO 2n pe3ynbraToB TectoB Ha BH
ANA BbIBOAOB O penjnkauuu Bupyca?
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... and what makes it so complicated?
... U YTO TYT TaKOro CrnoXHoro?

* Is 'dormant' HIV in a reservoir also immunologically
inactive?/ fiBnaetca am «cnawmn» BUY B pesepsyapax
TaK e UMMYHO/IOTMYECKU HEAKTUBHbIM?

* How can dormant HIV be reached and activated
specifically?/ Kak pobpatbca MeHHO A0 «cnAawero»
BUY u akTtuBmnposartb ero?

* Do we understand the complete immune response to
HIV?/ Umeem nn mbl NONIHYIO KAPTUHY O UMMYHHOM

BeTe Ha BUY?
Training . .
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... and what makes it so complicated?
... U YTO TYT TaKOro CrnoXHoro?

* Recent failures of two promising approaches/
HepasHUM npoBan AByX MHOroobeLiaoLwmx
noaxonos

* Bone marrow transplantation/ lNepecapgka
KOCTHOro Mo3ra

* Early treatment/ PaHHAa Tepanus
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... and what makes it so complicated?
... U YTO TYT TaKOro CrnoXHoro?

CORRESPONDENCE

Shift of HIV Tropism in Stem-Cell Transplantation with CCRS
Delta32 Mutation

N EnglJ Med 2014; 371:880-882 | August 28, 2014 | DOI: 10.1056/NEJMc 1405805

Share: n » Eam

Article

To the Editor:

Infection with the human immunodeficiency virus (HIV) requires entry into target cells by binding of
the viral envelope to the CD4 receptor and to either the chemokine (C-C motif) receptor 5 (CCR5) or
the chemokine (C-X-C motif) receptor 4 (CXCR4). Homozygosity for a 32-bp deletion in the CCRS
allele (CCRS delta32) prevents cellular entry of CCR5-tropic (R5-tropic) HIV type 1 (HIV-1) strains. In
2009, there was a report! about an HIV-1-infected patient with acute myeloid leukemia in whom the
viral load remained undetectable after allogeneic stem-cell transplantation from a donor who was
homozygous for the CCRS delta32 mutation and after the discontinuation of antiretroviral therapy.
This case gave rise to hope for new strategies for eradicating HIV-1 infection. However, this case
has remained unique. Furthermore, in HIV-1-infected patients undergoing allogeneic stem-cell
transplantation from donors with nonmutated CCRS5, viral rebound has been reported 2
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Some Strategic Considerations
HecKonbKO BaXXHbIX MOMEHTOB

 Who would be eligible to participate in cure trials?/ Kro
mor 6bl NpUATL y4acTue B nccaeaoBaHUAX No
usneyexHuio BUY?

* Who would volunteer to participate in cure trials?/ Kto
cornacurtca 6biTb fo6poBoabLeM B UccneaoBaHnAX?

 Who would risk his/her health if ART is available?/ Kro
COrnacuTca PUCKHYTb CBOUM 3a0poBbem, ecnn APT

AOCTYNHO?
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Some Strategic Considerations
HecKonbKO BaXXHbIX MOMEHTOB

 What are we looking for in clinical trials, proof of
concept studies, or be it only a clinical experiment in
individuals?/YTo aBnaerca uenbio B KIMHUYECKUX
Uccnepo0BaHUAX: AOKA3aTeNIbCTBO KOHLLENTYa/IbHbIX
uccaeaoBaHUU Nan e obbluHble onbiTbl HAA N0AbMU?

* In the light of a missing animal model: Do we have
alternate pathways to find out?/ B cuny otcyrcreusa
«XXKMBOTHOM Mogenu», ectb m gpyrue cnocobbi?
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Some Strategic Considerations
HecKonbKO BaXXHbIX MOMEHTOB

Do we know the criteria for clinical trials?
(endpoint study vs. surrogate markers, e.g.)/
3Haem /Iu Mbl O KPUTEPUAX KIMHUYECKUX
nccnepoBaHum (uccnepoBaHUA KOHEYHbIX TOUEK
N cypporaTtHbie nokasarenu)?

* Regulatory requirements?/ PerynatopHbie

TpeboBaHuUA
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Some Strategic Considerations
HecKonbKO BaXXHbIX MOMEHTOB

* Interference with biology/ Bmewatenbcreo B
6buonoruto

* Potentially long-lasting / non-reversible effects of
an intervention/ lNoteHLManbHO J0NTOCPOYHbIE
N HeobpaTnmblie 3apPeKTbl BMellaTeNnbCTBa

bl
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An Activist's Concerns (1/3)
OnaceHunsa aktusucToB (1/3)

» Safety of persons participating in all type of cure trials
must be guaranteed as much as possible/MakcumanbHo
BO3MOXXHaA rapaHTua 6e3onacHoOCcTU ANA YY4aCTHUKOB
KJIMHUYECKUX UCNbITaHUM

e Safeguards must be established — but how can they be
established when the risk is undefined?/ O6azarenbHo
YCTaHOBUTb rapaHTUA 6€30NacHOCTU — HO KakK 3TO
caenartb, ecaivm PUCKU He onpeaeneHbl?
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An Activist's Concerns (2/3)
OnaceHunsa aktTuBmucToB (2/3)

Risk-benefit evaluation is nearly impossible for
many interventions/ AHanus «puckos
NPEeUMYLLECTB» NPaKTUYECKU HEBO3MOXEH ANA

MHOIMX UHTEpPBEHLMN/BMeLLaTeNbCTB

Can we call on altruistic motivations?/ Moxem
NI NPU3BaTb K aJIbTPYUCTUYECKUM

nobyxaeHunam?
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An Activist's Concerns (3/3)
OnaceHunsa aktuBmucToB (3/3)

» Data protection / privacy policy
3awmTa AaHHbIX U KOHOUAECHLMANIBHOCTD

e Who will benefit from a successful cure
approach?/ Kto Bbiurpaer ot ycrewHoro

noaxoaa K nsnevyeHuio?
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Further Reading
[HononHutenbHble MaTepuanbl

International AIDS Society/ MexayHapogHoe
obuectso 60pbbbLI co CMMNAom

(International obviously means: English only...
sorry for that but I still recommend this site as a
starting point)/ « MexxayHapoaHoe» KOHe4yHo
O3HayaeT TO/IbKO Ha aHrMUcKom. Ho Kak

Haya/ibHbIU NMYHKT... | |
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http://www.iasociety.org/HivCure.aspx
http://www.iasociety.org/HivCure.aspx

Further Reading
[lononHuTenbHble maTepuanbl
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