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KonunyectBo HegaBHO MHpMUMpoBaHHbLIX BUY
neten B mupe, 1994 — 2014 rr

~600.000

CHWXeHne 3apaxeHus
MmnageHueB Ha 60% ¢
MOMeHTa nyonukaunm
npotokona ACTG 076

~220.000

1990 r. 2014 r.

MUcTounuk: OH3NAC



NOKOHTaKTHasA
npodpunaktnka (AKI)



KannaH-Manep: oueHO4YHasi NpoAOIKUTENIbHOCTL BpeMeHU A0

BUY-undbmnumpoaHusa (ITT BbIOOpPKA)
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KonuyecTBo Hegenk nocne paHaoMusauum
Mo. at Risk
Placebo 1248 1194 1108 1005 852 647 546 444 370 258 137 60
FTC-TDF 1251 1188 1097 988 848 693 558 447 367 267 147 65

Grant RM et al. N Engl J Med 2010;363:2587-2599




Nccneposatenbckasa rpynna OKI

OueHkn Kaplan—Meier nepBUYHON KOHEYHOW TOYKM B MOoaAndUUMPOBaHHOM aHanuse ITT
COrfiacHoO pesynbsraTtam UCcCrenoBaTenbCKOro fie4yeHuns

0.05+
3dPEeKTUBHOCTb:
o Placebo
o
TDF/FTC: 75% =3
0.03 |
=
0.02 e
= TDF e
0.01- el il -
| 2= ._ = - I_'_
r—‘r—r_'_r '_—_'—_“"_— g — TOF-FTC
0.00 — e T T T T T T T T T 1
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T T —— ey 1
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Konu4decreo MecsaUueB nocne padHgomMmmMsaumm
1547 1498 1350 1223 1062 902 735 510 287 108 15
1546 1493 1371 1248 1059 901 743 525 291 114 16
1544 1487 1347 1224 1061 902 744 523 295 120 18

Baeten JM et al. N Engl J Med 2012;367:399-410




A PheKTUBHOCTb UccrieaoBaHuUN

PROUD (TDF/FTC)

ipergay (TDF/FTC)

West African Trial (TDF)

Bangkok tenofovir study (Women)
Bangkok tenofovir study (Men)
Bangkok tenofovir study (TDF Detectable)
Bangkok tenofovir study (IDU General)
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MTNOO3/VOICE (TDF/FTC)
MTNO03/VOICE (TDF Gel)

CAPRISA 004 (TDF Gel)

iPrEX (TDF/FTC Detectable)

iPrEX (Adh. >90%)

iPrEX (Adherence >50%)

iPrEX (MSM - General)

FEMPrEP

TDF2 (TDF Detectable)

TDF2 (Women)

TDF2 (Men)

TDF2 (TDF/FTC General)

Partners PrEP (TDF Detectable)
Partners PrEP (TDF/FTC Detectable)
Partners PrEP (TDF/FTC Men)
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Partners PrEP (TDF Women)
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-60,0%

-49,0% I
-4,0% .

-40,0% -20,0%

0,0%

I 37,6%

65,0%

79,0%

I /3,5%

I 48,9%

I 15 0%
I 39,0%

86,0%
86,0%

. O2,0%
e 73,0%

I 50,0%
I /4, 0%
mm 6,0%

49,0%

63,0%

85,0%

80,0%

I mmm——.  86,0%
e 90,0%
I 84, 0%

I ——— 66,0%

63,0%

e 71,0%
e 67,0%
e 75,0%

20,0% 40,0% 60,0%

80,0%

100,0%

McCormack S (2015), Molina JM (2015), Baeten JM (2015), Murnane PM (2013), Baeten JM (2012), Donnell D (2014), Thigpen MC (2012), Damme LV (2012), Grant RB (2010), Anderson PL
(2012), Karim A (2004), Marrazzo JM (2015), Choopanya K (2013), Peterson L (2006)



dPPEKTUBHOCTb U NPUBEPHKEHHOCTb
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Baeten JM (2015), Murnane PM (2013), Baeten JM (2012), Donnell D (2014), Thigpen MC (2012), Damme LV (2012), Grant RB (2010), Anderson PL (2012), Marrazzo JM (2015), Choopanya K (2013),



) O PEKTUBHOCTb N NPUBEPXKEHHOCTL B UCCNedoBaHUAX TeHodhoBUpa,
| NpUMeHseMoro B Buae tabnetok v rens ansa npodunaktukn BUY-nHdekymm

Effectiveness (%)

» % & i & i & ]
Percentage of participants' samples that had detectable drug levels
(Calculations based on analyses involving a subset of total trial participants)

Pearson correlation = 0.86, p=0.003

Trials of oral and topical tenofovir-based PrEP show that these strategies reduce risk of HIV infection if
they are used correctly and consistently. Higher adherence is directly linked to greater levels of protection.

AVAC Report 2013: Research & Reality
www.avac.org/report2013

o CAPRISA 004 (tenofovir

gel, BAT-24 dosing)

o iPrEx

TDF2
Partners PrEP (TDF)

o Partners PrEP (TDV/FTC)

FEM-PrEP
VOICE (TDF)

o VOICE (TDF/FTC)

VOICE (tenofovir gel,
daily dosing)

Source: Salim S. Abdool
Karim, CAPRISA
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3. KIMHUYECKUE PEKOMEHIALIUNA:
AHTUPETPOBUPYCHBIE HTPEITAPATBI AJI TIPOOUJIIAKTUKHA
BAUY-UHOEKIIUN

3.1 Oral pre-exposure prophylaxis for preventing the acquisition of HIV

Recommendation

Oral pre-exposure prophylaxis (PrEP) contaimning TDF should be offered as an additional
prevention choice for people at substantial nsk of HIV infection as part of combmation HIV
prevention approaches (strong recommendation. high-quality evadence).

Source:

Guideline on when to start antiretroviral therapy and on pre-exposure prophylaxis for HIV,
Geneva: World Health Orgamization 2015.

(http-//www_ who.int/hav/pub/guidelines/earlyrelease-arv/en/)




Kak ycunutb acphpekTMBHOCTL XMMUonponnakTmkmn?

HoBble HoBble cTpaTeruum

nepoparsbHbie NnpuBepPXeHHOCTU
npenapartbl ansa OKI1

U NX fo3npoBKa ¥ The Future —

NEXT EXIT N J :

BarvHanbHbIe U
peKTaribHble

MHBbEeKUUOHHbIe
MUKpooOnumabl

npenaparbl :

APB n mAbS




ipergay
ANRS

Intervention Préventive
de 'Exposition aux Risques
avec et pour les Gays

NMocTKOHTaKTHasa npodunakTuka no
TpeboBaHut. TDF/FTC nepopansHo gana MCM.

Pe3ynbratbl uccnegosaHus ANRS Ipergay

Molina JM, Capitant C, Spire B, Pialoux G, Chidiac C,
Charreau |, Tremblay C, Meyer L, Delfraissy JF,
and the ANRS Ipergay Study Group

Hospital Saint-Louis and University of Paris 7, Inserm SC10-US019
Villejuif, Hospital Tenon, Paris, Hospital Croix-Rousse, Lyon, UMR912
SEAS Marseille, France, CHUM, Montreal, Canada
and ANRS, Paris, France

France

REcherche
a n S Nord & sud

Sida-hiv

Hépatites

Agence autonome de l'lnserm




. OuerHku no Kannany-Mauepy
ipergay
A .. | BpemeHu Ao uHeuuymnposaHua BUY-1

de Exposition aux Risques

avec et pour les Gays [ 5 I II)
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: 0,12 | naue6d
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(&
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Q
g 000 —tem———]
0 2 4 6 8 10 12 14 16 18 20 22 24 mec. go DO
N at risk : Placebo 201 142 74 55 42
TDF/FTC 199 141 82 58 43

CpenHss NpogomkuTenbHOCTbL kKaTamHe3al3 Mmec: 16 Habnogaembix MHOMLMPOBaNuCh
14 B rpynne nnaue6o (3abonesaemocTb: 6,6 /100 PY) n
2 B rpynne TDF/FTC (3abonesaemocTtb: 0.9 /100PY)

OoTHOCUTenbHOe CHMxeHue nepegaum BUY-1: 86% (95% CI : 40-98, p=0.0019)



UMHbeKUMOHHbIe HAHOCYCNeH3nu
ANUTENIbHOTO AEUCTBUA

Cabotegravir (GSK ‘744; ViiV)

HHUMOT (Rilpivirine) " NHrMbUTOpP UHTErpasbl
[MepopanbHbIM Npenapat = AHanorundHbin Dolutegravir
Complera™ » Be30MacHO A8 Ye0BEKa,
[nutenbHoCTb AencTeua: Ao 3 nepopanbHO

mec.? = AKTMBEH A0 3 mecALeB?

MHoro4ymcneHHble ncenegoBaHmA: n 3(I)d)eKTMBHOCTb Mmoaenu
* Dose ranging PK; PK/PD

nposepeHa Ha NpmMmMmaTtax
* Phase-2: HPTN 076

31an 2: Eclair u HPTN 077
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Fatients (%)
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/
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. ’i 1

—&— (abotegravir 10 mg (=50}
—k— Cabategravir 30 mg (n=60)
—m— Cabotegravir 60 mg (n=61)
—4— Efavirerz 600 mg (n=62)

| |
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¢ ¢

Puc.1. Qonsa nauueHtoB ¢ PHK BU4-1 meHee 50- konui/mn no Bu3utam B

JNY B BbIOOpKE ITT
Error bars indicate 95% (1.




UHrnounTtop nHterpasbl CAB LA (GSK744)
AeMOHCTpupyeT a(hPEeKTUBHOCTb KaK areHT
AOKOHTAKTHON NPOMPUNaAKTUKUN Y MaKaK

MMYHHbIE NPOBEPKU MIMMyHHbIE NpOBEPKU
I'Ipellﬁpaﬁwpvc BbIBELlEHNE npenapaT+BuUpyc BbIBEAEHUE
| ] | ] |
GSK744 GSK744 G\?/K744 GSK744  GSK744 (last dose)
\Z
100 10 I//.
X
80+ | 6/8 = — GSK744 (n=6)
< m 75
> == [pynna nnauebo
o 601 p=0.0003 § (n=6)
= 2 50
[
= 407 5
<>: 3
20- a 23 p = 0.0005
0/4 e GSK744 LA C
=== Control
0 r r 11 11 1T 1T 1T 17171 0 | | | | [ [ [ [ II/_|
0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 30

Weeks Weeks

SHIV 162p3 300xTCID50 Intravaginal Challenge SHIV 162p3 50xTCID50 Intravaginal Challenge in

in Female Rhesus Macaques, with DMPA Female Pigtail Macaques, no

DMPA

(viral challenge Week 1, 5 and 7) (biweekly viral challenges x 22)

Andrews et al. 21st CROI 2014 Radzio et al. 21stCROI 2014

21



To evaluate GSK744 (cabotegravir) LA as a PrEP agent in macaques to establish proof of concept

UHrmbunTop nHterpasbl ONroro 4encTBus
3alMLlaeT MaKak OT MHTpapeKTaribHoOro
obe3bAHbEro Bupyca/Bmpyca mmmyHogeduumta
yerioBeka

€

2014

Chasity D. Andrews,' William R. Spreen,? Hiroshi Mohri," Lee
Moss,” Susan Ford,” Agegnehu Gettie,” Kasi Russell-Lodrigue,®
Rudolf P. Bohm,’ Cecilia Cheng-Mayer,"' Zhi Hong,? Martin
Markowitz,’ David D. Ho'*
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1. Bhnadme APBT



KonunyectBo cmepten Becnegcrteme ClMAa B mupe,
2000-2014 rr.

CmMepTHOCTb

2000 2014

UcTouyHuK: no oueHke OHANAOC 2014 .



Mpotusopeicrene BUY yxe nmeert 3HaunTenbHoe BNAHUE
Ha NPOAONXKUTENIbHOCTb YXU3HMU HA YPOBHE CTPaHbI

20 BeCb MUp

— 3umbabBe
—  YraHpa

40 —— KeHusn

CBusaneHa

-  KOAP
BorcBaHa

rogbl

----- CtpaHbl Acdpuku
toxxHee Caxapbl

40 |

1960 1970 1980 1990 2000 2010

Source: World Bank life expectancy data



CwmepTHOCTbL 1 oxBaT APBT

APBT (%)

Madagascar
X
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= _
(&) 8 Ukraine
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D DR Congo P
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Mo gaHHbIMm A. Hill et al. IAS 2014 [LBPE29]



ST The
% New England
Journal of Medicine

Yolume 365 August 11, 2011 Number 6

Mpodunaktuka MHGMUUPOBaAHUA
BANY-1 nyrem paHHero Ha3Ha4yeHuA
APBT

\r —

B 1.763 cepoaucKopaaHTHbIX Nap B 9 cTpaHax

NMepepava BUY-uHPeKkunn cHuKaetca Ha 96%, ecam APBT
Ha3HavaeTtcAa BUY-uHPMUMpoBaHHOMY NAPTHEPY NPU YPOBHE
CD4 350-550 kKn/mkKn B otamuume ot <250 Kn/mKn.



3aboneBaemoctb BUY vs. ypoBHs oxBaTta APBT B
51 cTpaHe, B3BeLWleHHasaA No pa3Mmaxy annaeMuu no

i AaHHbIM 2012 r.

12

3aboneBaemoctb %

APBT %

MUctounumk: Hill, Pozniak, Raymond, Heath and Ford, AIDS 2014, 2014.



@UNAIDS
Llenb 90-90-90 (2020 r.)

<« MaKcumanbHoe nosbiweHne 3pPeKTUBHOCTH
AHTUPETPOBUPYCHOMU TEPANUU ANA NPAKTUYECKOro
npeaoTepaweHua passutue CliAa,
npexxaespemeHHOU cmepTu u nepenaum BUY-
nHdeKuumn, c Tem, 4Utobbl NnpeBpaTUTb NAHAEMUIO
BUY/CMUOa B cnopagnuecKkoe sHAeMUYHOe
3aboneBaHmne HU3KOU 3HAUUMOCTU.»



Llenb yctonumsoro passutna Ne3:
nokoH4YUTb co ClMMOdom K 2030 roay

0 END

IDS
203D

Llenb Ne1 nosectkn gHa OOH B obnactu passutua B nepuog nocne 2015 roga




K 2020 ropy...




OXupaembiu pesynbrart

734

Y 73% Bcex noaeu,
Xusyuwumx c BU

- TpéXKpaTHOe yBeIlin4eHune no cpaBHEHNIO C TEKYLLMM YPOBHEM



MoteHunanbHoe Bo3aencrasue, 2016-2030 rr.

Hoeble cnyvan BUY-nHpekunn CmepTHOCTE Bcneacteue CMNMda

3,0 30

2,9 2,9

2,0 // 2.0 —
C
=10 1,0

0,5 0,5 N\

——
—_—

0,0 0,0

2016 2018 2020 2022 2024 2026 2028 2030 2016 2018 2020 2022 2024 2026 2028 2030
w2020 Uens = HensmeHHLIl ypoBeHL OxBaTa w2020 Lleny === Hen3meHHbII ypoBEHE OxBaTa

UcTouHuk: The Gap Report, UNAIDS, 2014.



Jleuenune BNY-nudbekumm nocne 2015 r. C kakum BbIOOPOM Mbl
CTONKHYINUCb.

As we approach the expiration of the 2015 targets and contemplate benchmarks to guide
and drive progress beyond 2015, several possible ways forward are possible (Fig. 5):

Maintain the status que: An option that all in the AIDS field would reject would be
to rest on our current laurels, effectively continuing levels of treatment coverage
achieved thus far but failing to invest in further expansion of treatment access. This
would lead to a progressive expansion of the global AIDS burden, diminishing or
nullifying altogether the gains achieved to date.

Continue the current pace of scale-up: Through continued investment in treatment
programmes, treatment coverage would continue to steadily increase in this scenario.
Ower time, however, continuation of current scale-up strategies would likehy yield
increasingly meagre results, as more labour-intensive efforts will be required to

link the hardest-to-reach with testing and treatment services. For children and key
populations, as well as for the dozens of countnes where HIV treatment coverage
remains low, the goal of universal access would remain unfulfilled in 2030 under this
scenaro.

Intensify scale-up under the WHO 2013 guidelines: Rapid implementation of the
2013 guidelines would represent a major strengthening of global treatment efforts,
although it would leave millions of people with diagnosed HIV infection ineligible
for therapy. As overburdened but underserved key populations are not eligible
under the 2013 guidelines for immediate antiretroviral therapy if their CD4 count is
either undocumented or above 500, sole relfance on the WHO guidelines is likely to
perpetuate inequities in the AIDS response.t

Rapudly scale up HIV treatment for all who need it: This scenano calls for countries to
use the total population of people living with HIV as the denominator for treatment
coverage. Beginning in 2014, UMAIDS s using this measure to calculate treatment
access, a critical step to harmonize metrics at a time when treatment guidelines are
rapidly evolring. This approach also recognizes the clear trend towards the earliest
possible intiation of HNY treatment (Fig. &).



FOH3OWAOC: uenu nederHnsa 90-90-90

Uenb 1: LI.eHOLZ: Uensb 3:
BbIABUTbL 90% 90% y 90%
HocuTenei ByY  BPIFBNEHHBIX nosnyyaroLmx
100 nonyHator APBT BupycHas
] 90% nietexne Harpyska BMY-1
81% nogasneHa
80 - 73%
;\E?
m 60 -
%
=
40 A
20 A

BUY+ BbisiBNeHHbIe II'Iony'-lamT APBTI BH nopaBneHa



KB (%)

IOH3WOC: rnobanbHblie
pacyeTHble pa3pbiBbl 90-90-90

..... 5304
41%
80 - Touka paspbisa 1:
13,4 mnH. He Touyka paspbiBa 2:
MMeoT ANarHo3a 14,9 mnH. He
60 - nony4yarot
neyeHus
40 FEE I T e . A —— .
20 A
0 -
B4+ BbisiBneHbl MNMonyyaroT BupycHas
APBT Harpy3ka*

*HIV-1 BH< 1000 kon/mn.
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UckopeHeHue CMMNJa Ha ropnU30HTE, HO HYXXHbl MHHOBAL UMK

I The Lancet FFY, Viviame Lima and oollesques desorlbe
ithe amaring progress achewed inthe dinical care of HIV-
Infected patients In Eritks Columbia, Camada. Declines
In numbers of deaths and AIDS defining events after
the adoption of potent antinetrowical therapy (ART),
are well documented ' in fact, the mary pobent dneg
oomibinations Fwallable bodry can recoves e Immune
TYSIET oven in pabients presenting at & ey advanoed
shage In high Income cowntres, 0% of patlents
adherent 1o antiretrovical therapy can achiere full HY
TpprESion

In rescaoroe limited settinegs, at kst in counires where
firee ART programmes: have been Impiemented, similar
frends hawe beon described: URAIDS esHmates ot
gichal mortilty declined by 35% fom 2005 to POIZ
The plchore mary get progreshely bettes, with furtier
reduction of morality, thanis tothe adoption of WHITsS
01T goldelines, which aligned the global standand
of care by moving the Dy count treshold oo starking
ART o 500 ool per pL and Introdudng a foeed-dose
oomibination as the first-lire treatment of choice **

Hoveeeer, an important concephual  difeerce elst
Betwoen decrersng ol SIS INCdence, and demmsing
giobal HW Inddence. This btber gool well described In
the LUBAIDS 90-50-90 srategic paper, b based on the
ability Of AFT bo shop HW taremision. ndesd the
wision of ending the HW epidemic by 3030 may remmin
wery Epirational, without an konest pemlfy check. The
modding meercise sopportineg the 50-090-50 sirateqy
predicts that at ket 73% of all HWV posithee Indisiduak:
shall be suppressad bo Faree 2 significant effect on (HW
trarmmission at a popuiation kewel® Unforbonatety, ewen
In Erftish Colernbla, 2 high-income setting, data on the
nm:ﬂmﬂmmd::rﬂy]_'ﬁ:fth:muﬂ HIW
population i folly oeppresmed * In e LSS, B Cantees for
Dismrme Comirol estimate that only 25% of HA-posithes
Fople are sLppsed.”

If the final objective b o cwrb the HIV epidemic
swbsnitallly, esiness s vl will nok work |nithe lomg
fterm, and true Inndvration Is nesded at all stages of the
oonitiresm of cae.

Lets start from the first 90: testing. The old definitions
of concentrabed or generalsed epldemics ane no longer
appropriate descripdon of the diffeent HY Incidenoe
patbens acnoss the workd. Futune approaches will b

deceniralbrtion, krowing your epkdemic and reaching
the right people; tangeting of key popuiations; taining
of health-care woness o ogniss signatune diseoenes;
fully irreoiving the commrenity; destigmatkation and
treTan righits; ared taking advantage: of the rew testing
bechrologies

Innreation Wil aleo be anqressheely porssed—theough
operatioral eesarch—in acoess and pebention In e

[the second 90): communiy and pesr engagement
and mothational ooorsciling  will be  reinforced,
specifically for earfler stages of Infection. ART uplake
and retention Is indeed assnciated with peroepbions of
personal necessily for treatment and concems about
poientinl for adverse ewenis. These are bey Barriers
to Brkage particulary now that we are thinking at a
giobal test-and-treat approach. Again, this k& an anes
wihere mew bechnoiogies, Bke podnt of care C0W and RMA
diagreostics, ot aisn mobile bechnoiogies will be ey
ehemants for scces

Fnally, to reach the Ghied 90, the theapeubic
arrmamentan um aailabie in high- ncome settngs must
be: rade avallabie 0 all populsions at affordabie prioes
If this ks not achised, the edraoniinay seooeses of the
past 10years could be progeessheely kst inoa few e,
an epidernic of treatment fallunes may emenge In ow-
Incomee settings, becawse of patients” non-adherence or
fragiifty and side-effects of the curently esed regimers:
[despite Baving sreed millons of ves so ) In the
abzence of wial kcad monitoring,. fallures will not be
dingrcsed In bime and will not be manageable with the
few second- line reatmenits cumently aakable ¥ ™

A% purvisiorery friend joep Lange used to sy, almost
a decade aga, “first Ine stall not fail”. This will become a
reality ooy if the best dnsg comibl nations, iInckading now
Cheses, ane made rallibie wordwide. In obher wonds,
e coment sandamd of e nesds 3 seoond global
alignmenit.

Continued  Investments I giobal heaith  amd
Inmovatve pharmacestical and cBnkcal peseaech ape
desperaicly nesded noan el workd we will Faree
newly designed combirations, specifically desigred for
resounce limifted setings, for both first and second Tne
treatment, which ane pobent, durable, Righly tolerabie,
and easy bo give and comply with wihere patients and
ez ity bermes e smpdlctty amed sodldity.
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B npoueHTax
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OcBenomneHHocTL 0 cBoeM BUY-cTaTyce B
BO3pacTHOW KaTeropmun 15-49 net B cTpaHax
Adpurku toxxkHee Caxapbl

1

8

=

2003-2008 rr. 2009-2014 rr.

CtpaHbl Adpukn toxkHee Caxapbl

UcTouyHuK: aHanu3 Ha ocHoBe aAemorpacduyeckmx uccrnefoBaHUN 3040POBbA U
HaLuMOHanbHbIX UCcneaoBaHUM pacnpoctpaHéHHocTn BUY B FKOAP



TectupoBaHue

* 3HaTb CBOKO AINNAEMUIO

* Tecmuposame HYMCHbIE 2pyrirbl:

— YMembso 8blIA871AMb XapaKmepHsie bos1e3HU U COCMOoAaHUA
— yrop Ha yAa3eumele 2pyrirsl HacesaeHuaon

* TecmuposaHue 3a rnpedeaamu /11y /
camomecmuposaHue Ha 0omy

* MQA30K co cau3ucmol obosnoyku pma/ mecmeol 4
fnoKoneHua / memoo «cyxol Kanau» Kposu

e bopbba co cmuemoli / UHpopmupoBaHuUE

* [Ipasa yenoseKka
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APBT: ypoBeHb o0xBaTa B3pOCIIOro HacesieHUs No0 perMoHam

2000-2014 rr.
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(a1]
omms A3na n TMXOOKEAHCKUIA pernoH NaTuHckas AMepuka
e Kapubckuin 6acceiH BnmxHun Boctok u CeBepHan Acgpuka

@ BoctoyHas EBpona u LleHTpanbHan Asus @  Adpuka roxHee Caxapbl

HcmoyHuk: iOH3l71,£lC, ouyeHka 2014 2.



OxBaT aHTUPETPOBMUPYCHON Tepanmeun BapbUpyeTcs No permoHam

W Bcero oxsaueHo APBT

m PaspbiB

Eastern Europe and
Central Asia

Middle East and

.@ North Africa
@ @ South and
' South-East
Caribbean Asia

Latin @
America Sub-Saharan

Africa



OxBaT aHTUPETPOBUPYCHOU Tepanumen Takxe
OTNnn4YaeTcs BHYTPU PErmoHoB

23%

19% Sl

(CpeaHui oxBaT
CeBepHas B MUpe

Amepuka

3anagHas n |
(ueHTpanbHas
Adppuka

HcmoyHuk: iOHQﬂ,lJC, ouyeHka 2013 a.
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Review article

Ponb paboTHUKOB 0OOLWECTBEHHOro 34paBOOXpPaHEeHUs, 3aHUMaKLWMXCA
BUY-uHpnumpoBaHHbIMN OOMbHLIMKU, WU pe3ynbTaTtbl UX paboTbl B

cTtpaHax Acdpuku oxxHee Caxapbl. CucteMHbINn 0630p.
Grace W Mwai®', Gitau Mburu™, Kwasi Torpey®, Peter Frost', Mathan Ford® and Janet Seeley®”

"Cnrlupn'h‘ author: Grace W Mwal, Didsion of Medial Eduation, Beghton and Suzcew Medical School, Univesity of Brighton, BN1 9PH UL
Tal: <424 §0] 12TITIL0ST. ety oo.omm |

Abstract

imtroduction: The provision of HIV treatment and care in sub-Saharan Africa faces multiple challenges, including weak health
systems and attrition of tmined health workers. One potential response to overcome these challenges has been to engage
community health workers (CHWs).

Methodology: A systematic literature search for quantitative and qualitative studies describing the mole and outcomes of CHWS
in HY care between inception and December 2012 in sub-5aharan Africa was performed in the following databases: PubMed,
ParchIiNFD, Embase, Web of Scence, ISTOR, WHOLIS, Google Scholar and SAGE journak online. Bibliographies of included
articles were also searched. A narative synthesis approach wa used to analyze common emerging themes on the role and
outcomes of CHW: in HW care in sub-Saharan Africa.

Results: In total, 21 studies met the inclusion criteria, documenting a mange of tasks performed by CHWs. These included patient
support [counselling, home-based care, education, adherence support and livelihood support) and health service support
[screening, referal and health service organization and surveillance). CHWs were reported to enhance the reach, uptake and
quality of HIV services, as well as the dignity, quality of life and retention in care of people living with H. The presence of CHWs
in clinics was reported to reduce waiting times, streamline patient flow and reduce the workload of health workers. Clinical
outcomes appeared not to be compromised, with no differences in virologic failure and montality comparing patients under
community-baed and those under facility-based care. Despite these benefits, CHWs faced challenges related to lack of
recognition, remuneration and imrolvement in decision making.

Concusions: CHWs can clearly contribute to HIV services delivery and strengthen human resource capacity in sub-Saharan
Africa For their contribution to be sustained, CHWs need to be recognized, remunerated and integrated in wider health systems.
Furthier rezearch foousing on comparative coste of CHW interentions and successful models for mainstreaming CHW: into wider
health systems is needed.
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Adults=
(=19 years)

Pregnant and
breastfeeding
women

Adolescents
(10—19 years old)

Children
(1 to <10
years old)

Children
(<1 year old)

Specific recommendation

Recommendation 1: When to start ART among people living with HIV

Target
population

Strength of the
recommendation

KpaTKoe n3noxeHue peKomeH.qauMﬁ, npeacTtaBJieHHbIX B PyKOBO,EI,CTBe

Quality of
the evidence

ART should be initiated in all adults
living with HIV at any CD4 cell count

Strong

Moderate

As a priority, ART should be initiated in
all adults with severe or advanced HIV
clinical disease (WHO clinical stage 3 or
4) and individuals with CD4 count =350
cellsfmm?

Strong

Moderate

ART should be initiated in all pregnant
and breastfeeding women living with
HIV at any CD4 cell count and continued
lifelong

Strong

Moderate

UPDATED

ART should be initiated in all
adolescents living with HIV at any CD4
cell count

Conditional

As a priority, ART should be initiated in
all adolescents with severe or advanced
HIV clinical disease (WHO clinical stage
3 or 4) and individuals with CD4 count
=350 cells/mm?

Strong

Moderate

ART should be inttiated in all children 1
to <10 years old living with HIV at any
CD4 cell count

Conditional

As a priority, ART should be initiated
among all children <2 years old and
those with severe or advanced HIV
clinical disease (WHO clinical stage 3 or
4) and individuals with CD4% <25% (if
<5 years old) or CD4 count <350 cells/
mm? (if =5 years old)

Strong

Moderate

ART should be initiated in all children
living with HIV younger than 1 year old
at any CD4 cell count

Strong

Moderate




Recommendation 2: Oral pre-exposure prophylaxis to prevent HIV acquisition

Target Specific recommendation Strength of the Quality of
population recommendation the evidence
HIV-negative Oral PrEP (containing TDF) Strong High
individuals at should be offered as an
substantial risk additional prevention choice for
of HIV infection® people at substantial risk of HIV

infection as part of combination

prevention approaches m

2 When this recommendation is fully implemented, the following WHO recommendations from
2013 will be superseded:

e TB and HIV coinfection: ART should be recommended for all people with TB who are living
with HIV at any CD4 cell count (strong recommendation, low-quality evidence).

*  HBV and HIV coinfection: ART should be initiated at any CD4 cell count if the person has
severe chronic liver disease (strong recommendation, low-quality evidence).

* Serodiscordant couples: partners with HIV in serodiscordant couples should be offered ART
at any CD4 cell count to reduce HIV transmission to uninfected partners (for preventing
transmission) (strong recommendation, high-quality evidence).

b When this recommendation is fully implemented, the following WHO recommendations from
2012 and 2014 will be superseded:

s Serodiscordant couples (2012): Where serodiscordant couples can be identified and
where additional HIV prevention choices for them are needed, daily oral PrEP (specifically
tenofovir or the combination of tenofovir and emtricitabine) may be considered as a possible

additional intervention for the uninfected partner (conditional recommendation, high-quality
evidence).

e  Men who have sex with men and transgender women (2012): In countries where HIV
transmission occurs among men and transgender women who have sex with men and
additional HIV prevention choices for them are needed, daily oral PrEP (either tenofovir or
the combination of tenofovir + emtricitabine may be considered as a possible additional
intervention (conditional recommendation, high-quality evidence).

*  Men who have sex with men (2014): Among men who have sex with men, PrEP is
recommended as an additional HIV prevention choice as part of a comprehensive prevention
package (strong recommendation, high-quality evidence).



Comment I

NMpeogoneHue 6apbepoB Ha NyTu K uckopeHenuro ClNMAa k 2030 r.

The Introduction of combination antinetnosial Hheapy
(AET) IN 15w the Srst milestone inthe Sight against
HFAIDS, aned B Impact has been huge Fodsy, we hae
solkd proof that eary ART Inklabon provides e
for the heaith of the HW infected peopie’ and nedeces
the rik of HV treremizion.” The conoept of treatement
as pesventon k= gaining ground, with demeasing HIW
Ircigenoes proportionall o ART ooverage.t HoweseT,
with HW besting gging behind, prevention cannot
pely Sobely on expanded asooes to ART- oomisdnation

provention shall necossanly Indude both blomedicl
and non-blomesfical intersenticrs. On the blomedicall

side, the effiacy of pro-exposore propiviands [FrEF)
B been confimmed by memermes rancomissd trals,
with FrEF “on demand” adding comveniance 0 this
proventive strbeqy.” Thempsutc developements ant aso.
o the way, with Injectasle. long half iife antiretrovirak:
{possibly hetping bto Increase &ET adherence, definfely
settabie for prevention). Firally, inthe s=arch fora oo,
recert Breakthroughs sugoest that meactvabion amd
EBlineg of Labenthy Infected o could be possi e one Gy
W 2 cure or rembesion stmbeqy, whenerer ollbie,
b acremaihie to the milllons aleesdy Inferted? Thats
another question.

In the year 2 opening the Durtan L& S Conference,
jpstce Edwim Camerom sald that “owr ovestiding
and mmediate concern stould Be o find ways o
make arcesxie for the poor what is within mach of
the affluent”. The submequent creation of the Global
Fund to Fight AIDS, Tuberculosls, and Malarty and of
the Fresidents Emergency Plan for AIDS Belef the
Ircreasing penetration of goreric antieetrovirak, and the
Fraliabiity of resouwnces for countries A DS programenes,
Eid enormous promise. & promise et bos acheally
delvered—with 15 millon people ondd BT befone the e
of IS an acoomplshment oorsldensd wery diffcult
wehen this tanget was set in 2001 by LA IDS"

Unforturatbetly, despite the orochalabie ssoceses,
T million new infections happen every year workivide,
and a significant proportion of the 40 millon Infocted
peopic are estimated to Iwe undiagrossd These
rroenibers will be sobering for those with enthusiastic
wiews reganding the thimd Sestainabde Dewelopment
Goal {SOHG)}—Ermre heaiting fves ond promate wel-being
for of ot o oges—wiich @ik for an end o the AIDS

b Va2 oI

epidemic by B0O0. To make T Bappen, thres major
Cchalienges ave in fromt of us.

The first challenge ks sdentific the disoovery of an
HN waodne. Treabment as prewention alome will not

b abde io siop the epidemic. Desplie Increasing ART
arress, therewill be no end of AIDS withost 2 preventhe

vacdne made arallabic for popelations. Iking In high
peevalenoe areas and for bey affected and manginalissd
Populations amund e workl Mew corstructs of HI
epliopes  eliciing bosdy meuialsing anbbodies,
Imedicabe that an HIWV vaccine may be doser Haan tought
st 2 few years agn" And @ vaocine peoviding eeen
reiatheely weak protection might st have an Important
synengistic effiect with Increased ART covesage, becauss
e numiber of potential HIY temsmitiers will be sTales.

The second challenge & operatioral. Expansion of HW
‘treatment programimes & erpecbed Inyears booomme, not
least berause of the switch of the sigibility ofteria from
starting treatment whion T oownt is e Hhan 500 ool
per L to treatment of 2l Infected. Although the rse
In numbers o be treated may not De hege, [ wll sl
represant a challenge for airescy stressed Balth syshems.
inkcal and trarmmisgion benefits will Become avident
In the years o oome, but the Immediate benefits may
not be 0 evident bo progamme maragers. Watia El
Sadr posed seweral imiporiant geestions duning the 2005
Wancoueer confereroe: Shall all populations strt ey T
Howr willthe START trial be Inberpreted inthe real workd?
Mﬂunﬂinmhﬂm\HM\ullp@?Arﬂ
Fecrme o e il ke Inequalities and disparthes?

In aidiion, ART atirftion eepresents a substanisl
barrier o0 the achievement and maintenanoe aof the
LUSMAIDS tamets of 00% In care and 30% with viral
seppre=sion. Barers e nob only  blommedical (=g
Berawse of the new enbry ofterls, the peoportion of
apymptormatic patients wil inoease these patients
may perceive no short-term benefit fromn treakment,
with consequent reatment cesaticn, espadaly n the
face of onerous ART procurement of bl cegimens
Thezrefore. e aspiational dream of mplementing a
‘test-and-treat approach for milors of H-Infeded
will never be acocmplished without Innovathve mode:
of care: patient-centred, decentralises] and cetside of
healtts fadilbes. Indesd, Ly healthicare wockers and




1. Ham HyXHa BaKUMHa

HecmoTpa Ha pacwunpeHune aoctyna K APBT, cMHTe3npoBaHHble
npotenHbl TASP He moryTt ctratb naHaueen. VickopeHutb CMN/A
HEBO3MOXHO 6€e3 NpodUNAKTUYECKOMN BAKLMHbI, AOCTYNHOW ANA
HaceneHna, NPOXMMBAOWEro B  PANOHAX C  BbICOKOMU
PACNPOCTPAHEHHOCTbIO, A TaKXe  AnAa  yA3BUMbIX U
MApPrnMHaANIN3NPOBAHHbIX FPynmn.

- [MoaBneHne HOBbIX KOHCTpPYKTOB 3nutonoB BWY, y3HaBaemblX
HENTPANIU3YIOWMMM AaHTUTENIAMUN LLUMPOKOrO CNEeKTpa AencTsus,
YKa3blBaeT Ha TO, 4YTO BaKuuHa npotuB BWUY morkeT ObiTb
n3obperteHa paHblue, Yem 3TO NPeacTaBNAaCb HECKO/IbKO NeT
Ha3ag,.



2.

Ham Hy»KHbl MHHOBALMOHHbIE MOAEU
OKa3aHMA MOMOLLLM

NMpuém APBI u ygeprkaHue Ha 1e4eHUUn accouumpyercsa c:
«MNO3UTUBHbIM» BOCNPUATUEM HEOBXOAUMOCTU NeyeHnsa n 60Aa3HbIO

OC/IOXKHEHUMN.
Mo KpailHei mepe, ANA KHOBOMW BOJIHbI» 6@CCUMMNTOMHDIX
NaLUEHTOB.

> Heobxoa4nMMoCTb MOTUBAaLLMOHHOIO KOHCY/IbTUPOBaHUA U CO3HATE/IbHOTO

OTHOLUEHUA K CBOEeMY 340POBbI0 C NPUBJeYEHMEM COObLLECTBA.

> [eueHTpanusauma 1 ynpouieHue nomouum (Mo mecrty XKUTtenbCTBa BMECTO

BU3UTOB B K/INHUKY).



3. Ham HeobxoaMmo akKTMBU3NPOBATH
NnoaAnTUYecKyto sonto (1)

- B ominmume ot uenen pa3BUTUA TbiCAYENETUA, 34PaBOOXPAHEHNE
OCTaETCA OTHOCUTE/IbHO BTOPOCTENEHHbIM BONPOCOM Cpeau
HOBbIX Llenen yctonumsoro pa3sutuma. Jinwb ogHa n3s 17 ueneu
NocCBALLLEHa 310POBbIO HAaCeNeHMA, a cpean NPUOPUTETOB —
NPoA0BO/IbCTBEHHAA 6e30NacHOCTb, CNpaBeanBasa cMcTema
obpa3oBaHMA, U3MEHEHUSA KIMMATA U T.M.

- Hapexpa Ha 1O, 4TO BCTpeya B utone 2015 r. B Aganc-Abebe
[ACT CTapT PUHAHCUMPOBAHUIO Pa3BUTKA, obepHynacb
pa3ovyapoBaHMem. ToNbKO OAUH NYHKT 3aK/IIO4YUTENbHOTO
NOKYMEHTa NOCBALWEH 34paBOOXpaHeHnto. Kpome XopoLmx
C/10B, JOKYMEHT He coaepKUT PMHAHCOBbLIX 06A3aTenbCTs.



Heobxoammo akTMBM3NpPOBaTb
NOJINTUYECKYIO BOAIO (2)

— Y106bI N36€XKaTb yxoaa rnobasibHbIX UHBECTULMI B Apyrme chepbl,
HaM Hy»XHa mobunnmsauma coobLecTs n BO3POXKAEHME NAPTHEPCTBA
BOKpyr npobnembl BUY/CMNOa — moaenb, ucnbiTaHHAsA B nocaegHue
aecatunneTma.

— MbI TaKXe A0/1KHbl AaTb ACHO NOHATb MUPOBbLIM NAEPAM, YTO Mbl
NOKa AaNIeKn OT peLueHns 3Toi npobaembl, 1 4YTO 63 NONNTUYECKOM
nogaeprKKu coobuectsy, Beayuemy 60pbby ¢ anngemuen
BUY/CMNNOa, AoKasaHHas HayKoi BO3SMOXKHOCTb byaeT ynyuleHa. bes
AKTUBHOMW M YyCTOMUYMBOU PUHAHCOBOMU NOAAEPHKKN NPOrpamm
NPOPUNAKTUKM U CO3AAHNA BaKUMH, MHMUKMATMB NobanbHoro ¢poHaa
CTPAHOBbIX Nporpamm, 6e3 cobatoaeHmsa npaB YeNOBEKA, OCHOBAHHbIX
Ha AEKPUMUHANM3ALNUN B OTHOLUEHUN YA3BUMbIX FTPYNMN HaceNeHus,
annaemuna CMNa obpeyeHa Ha AaNbHENLINIA POCT.



BaxHOCTb permoHa n HacerieHns

B oung women B v who have senwith men B reisoren S+ B tivate People living with HIV (children and adults) are included as members
B sexwork B Tnsgender W oipisced Dissiled actnens of all of the featured populations. They are implicitly included in this map

as they must have universal rvices,
whoinject Migeants . ant acan =Y st have universal access to services



B3251a0 8 byoyujee:

eaKyuHa npomue BUY u usneyeHue
om BUY-uHgekyuu



B nonckax nsneyeHunsa ot BUY-mHpeKkumn

[Toyemy mbl BCe eLle ULLLEM NEKAPCTBO (U ... BaKLMHY)

HKunsHectonkoctb BUY
OueHKa pe3epByapos

CtpaTternm nanedyexHma ot BUY-nHpekumnm
— Pemuccusa (PyHKLMOHANBbHOE U3/IEYEHME)
— AckopeHeHue (cTepunnunsytoLllee n3nevyeHue)



B nonckax nsneyeHunsa ot BUY-mHpeKkumn

Mouyemy mbl BCe eLle nuiem neKapcrso (um ...
BaKLUWHY)

HKunsHectonkoctb BUY
OueHKa pe3epByapos

CtpaTternm nanedyeHuna ot BUY-nHpekumnm
— Pemuccusa (PyHKLMOHANBbHOE U3/IEYEHME)
— IckopeHeHue (cTepunnunsytoLlee n3nevyeHume)



Mouemy mbl BCe ewe uwem nekapcrso ot BUY
nHdexkumnn?

conyrcrsyouwume

3aboneBaHus;
TOKCUYHOCTb
APBT

Crurma m
ANCKpPUMUHAUUA

Aoctyn K APBT
Yaep)XaHue Ha
Tepanuu

JKOHOMMUYECKoe

6pemsa APBT




B nonckax nsneyeHunsa ot BUY-mHpeKkumn

* [Toyemy Mbl BCe eLle NLLEM NIeKApCTBO (U ... BAaKLUHY)

e MusHecroukoctb BUY
* OueHKa pe3epByapoB

* Crpateruun usnedyenumsa ot BUY-mHpekumnmn
— Pemuccusa (PyHKLMOHANBbHOE U3/IEYEHME)
— ckopeHeHue (cTepnnunsytollee n3nevyeHue)



JTaTeHTHO MHdUUMPOBaHHbIE KneTku (IUPM)

CtabunbHoCTb pe3epByapa BUY 3akntovaetca B
nokoswenca namatn CD4 knetok T-numdoumnToB

10000
1000
100

10

1

0.1
0.01
0.001
0.0001
0.00001

t,,=44 mec.
[lepuon sapagukaumm = 73 roga

3 4 5 6 7
[MpopormkntenbHocTe BAAPT (B rogax)

Siliciano et al., Nature Medicine 9, 727-8, 2003.




Bapbepbl Ha NyTU K n3neveruto ot BUY-uHdexkuyuum

[ Ie HaxoauTcs BUPYC, U KaK OH BbKMUBAET
Ha ooHe cynpeccmnBHOU Tepanmn?

JNlaTeHTHasn
UHeKuuns

OcTaTo4Has BocnaneHue u
peniinkauna umpmyHHass akmuea



XpOHMYeCcKmne BocnaaeHma n noBbllLEHHbIU PUCK
conyTcTBytowWwmx 3abonesaHnin BUM-mHPMUMpoBaHHbIX

nauneHToB

NeyeHune BUY-mHbeKkUnM L
oTcyTCcTBYeT J

—

P n BMM
MNoTepsa MMMYHOPErynaTOpPHbIX KNEeTOK eninkauna

[MoTepsa LENOCTHOCTN CNU3UCTON
KMLLEYHMKA U MUKPOOHOW

_____ JRaHcOQKaumn._. _ .

-

BocnarneHunda, UMMyHHaaA aktuBauusa,

\ PUCK COMETaHHbIX MHAEKLNN

OcnabneHHble, HO CTONKNE XPOHUYECKNE

NOBbILUEHHbIE KOArynsLMOHHbIE MapKepbl,
MUKpOOHasa TpaHCcnoKauus, NoBbILLEHHbIN

J

+

TpaguumnoHHble hakTopbl pUcKa, TakMe Kak AUCIUnuaemms,
KypeHue, nunoamncTpodusi, rMnepToHUsl, OXXKUPEHME,
yn0Tpe6neHVancmxoaKTv|BHblx BELLECTB, cnocoSiTByrou_u/le

pa3s

TMIO CONYTCTBYOLWMX 3abonesaH

L YBenuyeHue ymcna conyTcTByoLmx 3abonesaHnin
Deeks SG. Aunu Rev Med. 201153 #1980 kapTvHbl 3abonesarins

N yxyoleHue ]




bapbepbl Ha nyTn K nsneyeHuro ot BUY-

S, o4 .

€ »
W 5
XN3HEeCTOMKOCTb

BY B TKaHaX

NHMEeKUNN

JNNaTeHTHO
NHPUUMPOBAHHbIE
KIeTKM ocTaroTcd

pejkmMn n HeoTrnnN4nMmbl
oT HeI/IHCbI/ILI,I/IpOBaHHbIX
KIeToK

CrtpaTterus
IpagmKaumn forxHa
3aTparuBaTb TKaHU

CrtpaTterus
3paauKaumm SOSMKHbI
ObITb cneuncpniHoOm

JlaTeHTHO
NHPULUMPOBAHHbLIE
KITETKN pa3HOObOpasHbl

CTtpaTterua apagukauum
AOJIKHA BO34enCcTBOBaThb
Ha BCe MH(PULUPOBaHHLIE

KIeTKu

N. Chomont, IAS 2015




[ Oe npayetca BNY?

N. Chomont, IAS 2015

TW Chun et al. J Infect Dis 2008; S. Yukl et al. J Infect Dis 2010; M. Churchill et al. Annals Neur 2010; C. Fletcher et al. PNAS 2014;
M. Perreau et al. J Exp Med 2013



bapbepbl Ha nyTn K nsneyeHuro ot BUY-

S, o4 .

€ »
W 5
XN3HEeCTOMKOCTb

BY B TKaHaX

NHMEeKUNN

JNNaTeHTHO
NHPUUMPOBAHHbIE
KIeTKM ocTaroTcd

pejkmMn n HeoTrnnN4nMmbl
oT HeI/IHCbI/ILI,I/IpOBaHHbIX
KIeToK

CrtpaTterus
IpagmKaumn forxHa
3aTparuBaTb TKaHU

CrtpaTterus
3paauKaumm SOSMKHbI
ObITb cneuncpniHoOm

JlaTeHTHO
NHPULUMPOBAHHbLIE
KITETKN pa3HOObOpasHbl

CTtpaTterua apagukauum
AOJIKHA BO34enCcTBOBaThb
Ha BCe MH(PULUPOBaHHLIE

KIeTKu

N. Chomont, IAS 2015




B nonckax nsneyeHunsa ot BUY-mHpeKkumn

* [Toyemy Mbl BCe eLle NLLEM NIeKApCTBO (U ... BAaKLUHY)

e unsHectomkocTtb BHNY
* OueHKa pe3epByapoB

* Crpateruu nsneudyeHuna ot BUN-undpekuyun
— Pemuccusa (PyHKLMOHANBbHOE U3/IEYEHME)
— ckopeHeHue (cTepnnunsytollee n3nevyeHue)



N3neyeHne BUY-mMHPeKumnn

JpaanKauma

Pemuccusa

Crepunusyrouiee nsneyeHume

¢yHKUMOHaIIbHOe n3neyeHume

YHUUTOXKEeHMe BcexX 3aparKEHHbIX
BUY KneTtok

Jonrue roabl 340p0BOM }KU3HU
6e3 KAPBT

PHK BUM <1 kon/mn

PHK BUY <50 Konuii/mn

BepAMHCKUU NayUueHT nocne
TPaAHCNNAHTaLUUN KOCTHOrO
MO3ra

3/IUTHbIE KOHTPOAEpPbI
nocT-APBT KOHTpoOAnepbl




B nonckax nsneyeHunsa ot BUY-mHpeKkumn

* [Toyemy Mbl BCe eLle NLLEM NIeKApCTBO (U ... BAaKLUHY)

e unsHectomkocTtb BHNY
* OueHKa pe3epByapoB

* Crpateruu nsneudyeHuna ot BUN-undpekuyun
- Pemuccua (PyHKUMoOHanbHoe uUsneveHue)
— ckopeHeHue (cTepnnunsytollee n3nevyeHue)



Cayyam yCTOMYMBOU PEMUCCUM NOCIE NPeKpaLLeHnsA

APBT peaku, HO AOCTUXKUMDbI

N. Chomont, IAS 2015

boctoH A
3 mec.

PaHee Hauyano APBT

boctoH B
8 mec.

Pe6éHok n3 wr.
Mwuccucunu 28 mec

BupycHaa Harpyska

lpeden obHapyxceHUA

Visconti and SPARTAC
e e e Timothy
Brown
] ] 7/ 1 o
0 1 2 3 6 7 roapl

G. Hutter et al. NEJM 2009; D. Persaud et al. NEJM 2013; K. Luzuriaga et al. NEJM 2015; T. Henrich et al. JID 2013; T. Henrich et al. Ann Intern
Med 2014; W. Stohr et al. Plos One 2013; L. Hocqueloux et al. AIDS 2010; A. Saez-Cirion et al. Plos Path 2013; Adapted from J. Cohen, Science
2015.



KAnHM4YecKmne npemmyllectsa paHHero Hadana APBT:

Visconti (ANRS)

*14 nocT-neyebHbIX KOHTpoANepos B uccnegosaHnm ANRS/BuUcKOHTH

* APBT Ha3Hauanacb B TedeHune 10 Hegenb nocne NePBUYHOINO MHOULMPOBAHUSA, B TEYEHME
cpegHero sBpemeHu o 3 ner.

*Brpyconormnyecknin KOHTPOb Nocsie npeKkpaweHna APBT Benca B cpegHem > 9 net
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> TocT-nevyebHble KOHTPOMNepbl ecCTeCTBEHHLIM 0O6pa3om

"KOHTpOnuposanun" pesepsyap Manou BennUYnHbI
N. Chomont, IAS 2015

A. Saez-Cirion et al. PLoS Path 2013



B nonckax nsneyeHunsa ot BUY-mHpeKkumn

* [Toyemy Mbl BCe eLle NLLEM NIeKApCTBO (U ... BAaKLUHY)

e unsHectomkocTtb BHNY
* OueHKa pe3epByapoB

* Crpateruu nsneudyeHuna ot BUN-undpekuyun
— Pemuccusa (PyHKLMOHANBbHOE U3/IEYEHME)
— UcKopeHeHue (cTepunusyroulee nsneyeHue)



KN3HeCTOUKOCTbL BUpPYyCa U NOUCK
BO34EeNCTBUSA

1. HaiiTu mapKep, KOTOpbI AeHTUPULMPYET NaTEHTHO
UHPUUUpPOBaHHbIe KNeTKkn (Hanbonee ceneKTMBHbIM
06pa3om) n YHUUTOXKUTDb UX.

e Kakou 3To mapkep?
e HacKONbKO OH ceneKTuBeH?

2. HeceneKkTMBHO YHUUYTOXKUTb MMMYHHbIE KNETKM U 3aNyCTUTb
(noaaepaTb) UMMYHHOE BOCCTaHOB/IEHME.

3. MoaaepaTb BUPYCHYIO SKCNPECCUIO M3 NATEHTHOCTU U
BbIOUTb 3KCNpeccmpytowme KNeTKu.



KN3HeCTOUKOCTbL BUpPYyCa U NOUCK
BO34EeNCTBUSA

1. Hantn mapkep, KOTOpbIN NaeE s f NATEHTHO
MHPULMPOBAHHbIE KNETk ‘\’,\\’\a ©NIEKTUBHbIM

* HaCcKONbKO OH cenexkTnseH?

2. HecenekTMBHO YHUYTOXNTb UMMYHHbIE KNETKU U
3anycTtuTb (nogaepaTb) UMMYHHOE BOCCTaHOBIIEHME

3. Kak HapywnTb AETEPMUHAHTbI KNETOK-PELUTNMNEHTOB,
onpeaenstolime Xn3HecnocobHOCTb?
* [MoaaepXnBaeT MM MEXaHU3M "MMMYHHOM
akTMBauum/socnaneHmnsa" Xn3HecnocobHoOCTb BUpYyca?
4. MOXHO N1 nogaepKatb BUPYCHYHO IKCAPECCUo 13
NNAaTEHTHOCTU U BbIBUTb 3KCNpeccUpyrowme KIeTku



KN3HeCTOUKOCTbL BUpPYyCa U NOUCK
BO34EeNCTBUSA

1. Hantu mapkep, KOTOPbIN UAEHTUPUNUUPYET NATEHTHO
MHPULUMPOBAHHbIE KNEeTKN (Hanbonee ceneKkTUBHbIM
0b6pa3om) N YHUUTOXKUTb UX.

e Kakon 3To mapkep?
* HacKO/IbKO OH CENEKTUBEH?

2. HecenekTMBHO YHUUYTOXUTb UMMYHHbIE KIEeTKN U
3anycTuTtb (noapepxaTtb) UMMYHHOE
BOCCTaHOBIEeHUe

3. Kak HapywnTb AETEPMUHAHTbI KNETOK-PELUNMNEHTOB,
onpegendarowmne ¥XMU3HecnocobHoCTb?
* [Moaaep*KnBaeT MM MEXaHU3M "MMMYHHOM
aKkTuBauum/socnaneHunsa" Kns3HecnocobHoOCTb BUpYyca?
4. MOXHO 1 NnoaaepKaTb BUPYCHYIO IKCMPECCULO U3
NNAaTEHTHOCTU U BbIOBUTb 3KCNPEecCcUpyrowmne KNeTku.



The NEW ENGLAND JOURNAL of MEDICINE

BERIEF REPORT

HonrospemeHHbIN KOHTpONb BNY B CBA3U ¢ TpaHCNNAHTAUMUS
cTBONOBbLIX KneTtok CCRH5 Nenbta32/denbra3?2

Gero Hiitter, M.D., Daniel Nowak, M.D., Maximilian Mossner, B.S.,
Susanne Ganepola, M.D., Arne Miifdig, M.D., Kristina Allers, Ph.D.,
Thomas Schneider, M.D., Ph.D., Jorg Hofmann, Ph.D., Claudia Kiicherer, M.D.,
Olga Blau, M.D., Igor W. Blau, M.D., Wolf K. Hofmann, M.D.,
and Eckhard Thiel, M.D.



donroBpemeHHbIN KOHTponb BUY B cBA3U ¢ TpaHcnnaHTauma
cTBONoBbIX KNnetok CCR5 A32 / A32. BepriIUHCKUM nauneHT

Xumuotepanus (x4)
O6ry4yeHne Bcero opraHnama(x2) CHaT c APBT

Pocta BH HeT

scBMT

Q

[1oHOp

HIV-1+ HIV-1- ?
AML

Hitter. NEJM. 2009; Allers. Blood. 2010



XN3HeCTOUKOCTb BMpPyca U NOUCK
BO34EeNCTBUSA

1. Hantn mapkKep, KOTOPbIN UAEHTUPUNLUMPYET NATEHTHO
MHOUUMPOBAHHbIE KNeTKM (Hanbonee cenekTMBHbIM 0bpa3om)
N YHUYTOKUTb UX.

« Kakon aTto mapkep?
» HacKomnbKo OH cenekTuBeH?

2. HecenekTMBHO YHUYTOXNTb MMMYHHbIE KNETKU 1 3aNyCTUTb
(noaep*aTb) UMMYHHOE BOCCTaHOBNEHME.

3. Kak HapywuTb AeTepMUHAHTbI KI1eTOK-
peLunmeHToB, onpeaensioLime Xn3HecnocooHoCcTb?



CTtpaTterumn naneyeHumA

OrpaHnyunTb co3gaHune YMeHbLWUTb paszmep
pesepsByapa pesepsyapa

NcTowmnTb MpombITb
PaHHee Hayano = P

MHPULNPOBAHHbIE NaTeHTHbIN
KNeTKM pesepsyap

APBT

N. Chomont, IAS 2015



CTtpaTterumn naneyeHumA

OrpaHnyunTb co3gaHune YMeHbLWUTb paszmep
pesepsByapa pesepsyapa

NcTowunTb MpombITb
MHPULNPOBAHHbIE NATEeHTHbIN
KNeTKM pesepByap

PaHHee Hayano

APBT

N. Chomont, IAS 2015



LLlokupoBaTtb 1 younTtb

[1lpekpacHasa KoHuenuusa, Ho:

— YMEEM 1 Mbl JOCTATOYMHO 6e30nacHo
LLIOKMpOBAaTL?

— eCTb JIN Y Hac AOCTaTO4YHO BOOPYKEHHbIX
3alUUTHUKOB, 1 CMOXEM I Mbl X cO30aTb
ONA ataku U nopaKeHuns aKCnpeccupyroLwmx
Lenen?



CTtpaTterumn naneyeHumA

PeBepcUBHOCTb
NAaTEeHTHOCTHU
BAY

TepaneBTuyecKas UMmmyHHanA
BaKUuMHaLUUA Tepanua




CTtpaTterumn naneyeHumA

PeBepCMBHOCTb
NATEHTHOCTU
BUY

TepaneBTU4yeckas UMMmyHHaA
BaKUMHaUMA Tepanus



[TpombiBaHMe pe3epsyapa nateHTHocTu (Shock and Kill)

“areHT LMTOMNATUUYECKNN 3P PEKT
pPEBEPCUPOBAHUSA NAaTEHTHOCTU” MWMMYHHbIN OTBET

N. Chomont, IAS 2015




PaspylleHne naTteHTHOCTU in vitro

MoHO “areHT

+ Bryostatin-1

+ Prostratin
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2 Kom6buHMpOBaHHbIE aHTU/IAaTEHTHbIE NpenapaTtbl Bbi3biBalOT YCTONUMNBDIN
ypoBeHb npoayunposaHnua BUY B naTeHTHO MHPULMPOBAHHDbIX K/1€TKaX.

N. Chomont, IAS 2015

G. Laird et al. J Clin Invest 2015; S. Reuse et al. Plos One 2009
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CTpaTterum nsnevyeHus

[Tocne aKTUBaAUMUU NATEHTHO
MHPULUUPOBAHHbLIX KNEeTOK, BO3MOXXHO

nn 0bneryntb KAUpPEHC
MHPULMNPOBAHHDLIX KNETOK U YCUNIUTD
UMMYHHbIW KOHTPO/b?




CTtpaTterumn naneyeHumA

PeBepCMBHOCTDb
nateHtHoctu BUY

TepaneBTnyecKas UMMyHHaA
BaKUMHaums Tepanus




Ecnu mbi co6upaeMc;| LOKMNPOBATb N HaAeeMCH
y6I/ITb NMPOTUBHUKA, HAM HYXHbI COJ1AaTbl

1. BAAPT ocnabnsetr CD8+T kneTku: ecTb
HEeCKOJS1bKO CrocoboB YKpenuTb nx

2. ['loMoxeT N UMMyHU3auna:

— byaet ntobaa KOHCEHCYCHAA NoCcNeA0BaTeNbHOCTb
AOCTaTOYHOM NpU pa3Hoobpa3nm BUPYCOB Y
MHPUNLMPOBAHHOIO Ye/IOBEKA?

— ayTOJIOMMYHbIe NOCNeA0BaTENbHOCTH
* Koraa 6byayt nonyyeHnbl? OTKyaa?

* byaeT 1M HepaBHME NOC/AEA0BaATE/IbHOCTY
BO31EMCTBOBATb Ha PpaHee apXnMBMpPOBaHHble BUPYCbI?
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Figure 1.
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Regulation of CD8*T cells after acute/chronic viral infection. Highly complex network of co-
inhibitory and co-stimulatory signaling pathways regulate the outcome of virus-specific CD8 T cells. High
amount of antigen drives the exhaustion of virus-specific CD8+ T cells during chronic viral infection that
is evidenced by the expression of multiple immune-inhibitory receptors. (Note: Exhausted T cells with
loss of function may not control chronic viral infection). However, during acute viral infection the antigen
is cleared from the host and the virus-specific CD8 T cells are fully functional and produce cytokines and
have proliferative potential, survival and cytotoxicity to control viral infection.
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Download authors' original image
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Figure 2.
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PD-1 blockade enhances both T and B cell responses during chronic HIV/SIV infection. PD-1
blockade mediated functional restoration of exhausted virus-specific CD8+ T cells gain their qualities to
clear viral antigens and control chronic viral infection. Blockade of PD-1 in virus specific CD4* T cells
restore functions associated with CD8+ T cell help and B-cell activation. Impaired B cells restore
functions and produce virus-specific antibody following in vivo PD-1 blockade.
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ABSTRACT

BACKGROUND

We assessed the efficacy and safety of programmed cell death 1 (PD-1) inhibition
with pembrolizumab in patients with advanced non—small-cell lung cancer enrolled
in a phase 1 study. We also sought to define and validate an expression level of the
PD-1 ligand 1 (PD-L1) that is associated with the likelihood of clinical benefit.

METHODS
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— byaeTt ntob6aAa KOHCEHCYCHaA Nocaea0BaTeNbHOCTb
AOCTaTOYHOM NpU pa3Hoobpa3nm BUPYCOB Y
MHPUNLMPOBAHHOIO Ye/IOBEKA?

— ayTOJIOMMYHbIe NOCNeA0BaTENbHOCTH
* Koraa 6byayt nonyyeHnbl? OTKyaa?

* byaeT 1M HepaBHME NOC/AEA0BaATE/IbHOCTY
BO31EMCTBOBATb Ha PpaHee apXnMBMpPOBaHHble BUPYCbI?
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Ha nytn K uanevyenuto BUY-mHpekumnm

[Toyemy HeoH6XoAMMO HAUTU MeToA n3nedeHus (...u
BAaKLIMHY)

KunsHectonkoctb BUY
OueHKa pe3epByapos

CtpaTtermm nsnedyenmna BUY-mHpekumm
— Pemuccuma (pyHKUMOHANbHOE U3NevyeHune)
— WckopeHeHue (cTepunmsyrollee neyeHue)

BakuuHa npotus BUY
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[TOUCK BO3MOXXHOIro metoaa usnevyeHus
npoAaonXaeTcA....

...0AAHAaKO, NpoduUNaKTUUECcKana BaKLUHaA
MOXeT NOABUTbCA pPaHblle, Yem
npeAanoaarasocb HECKONbKO J1eT Ha3aj,



[NTaccuBHaa nepepaya HEUTPANIU3YIOLWMX aHTUTEN ONS
npodpunakTMKkm H¢eKLuun, BbidbiBaeMbiX BUPYCOM
nMmmMmyHoaeduunta odbesbsH

JME® NUMBER ?

nature 4, |
d1cmem _

Protection of Macaques ]OURNAL () S A 105 o 5 Noverber 15,2072
against Vaginal EXPERIMENTAL = "+ P A
Transmission of a MEDICINE . .. = .27 \

) ri:‘ Proceedings of the National Academy of Sciences of the United States of America

Pathogenic HIV'1ISIV Volume 211 Number 10 September 22, 2014% _'f‘; : ‘

Chimeric Virus by Passive Transfer of Modest

Passive Infusion of Titers of Potent and
Neutralizing Antibodies Broadly Neutralizing
Anti-HIV Monoclonal N
Antibodies Block SHIV
o Infection in Macaques Highly Potent HIV-Specific
Antibody protection agalnst mucesal HIV-1 transmission M Shingai, DR Burton, MC Nussenzweig, Antibody Neutralization in
MA Martin, YN|sh|mura etal. vitro Translates iI‘ItO
HER-2/neu Inhibitor for cancer therapy "':.r.‘ o 3 o ‘ ': % b Effective Protection

JR Mascola, SS Frankel, DL Birx,
MG Lewis, et al.

A new amyloid J-pratein catabolle pathway

R« against Mucosal SHIV
; Y i i H
- STEM CELLS OUS% LEU 3 IA Challenge ln VIvo
Toxoplas Na{dgef T B Moldt, DI Watkins, P Poignard,

Al F) onPer r”eﬁtia DR Burton, et al.
‘ & ‘ g

A. FAUCI, IAS 2015




Published online June 18, 2015

Science

HIV-1 Neutralizing

Antibodies Induced by

Native-Like Envelope
Trimers

RW Sanders, H Dean, DR Burton,
JP Moore, et al.

B Stabilized form of native
trimer stimulated
autologous NAb production
in rabbits and non-human
primates

nature

structural &
molecular biology

June 22, 2015

Crystal Structure,
Conformational Fixation, and
Entry-related Interactions of
Mature Ligand-free HIV-1 Env

YD Kwon, M Pancera, P Acharya,
IS Georgiev, JR Mascola, PD Kwong, et al.

B Unliganded HIV-1 envelope trimer,
capable of binding broadly
neutralizing antibodies

B Characterized and fixed in
pre-fusion, closed conformation

B Potential utility as vaccine

immun n
unoge A. FAUCI, IAS 2015



CtabunbHbIN TpuMmMmep obonoyvkun BUY: nHaykumus
aHTUTErN LUWMPOKOro CrekTpa AencTBus

CtabunusmposaHHas TpummepHas
obonouka npeumylLecTBeHHO
csasbIBAET HeUTpanusylowme
aHTUTena: NpeAnoYTUTENbHLIN

UMMYHOreH Ana sakuuHauuu

CTGGMHM3MPOBGH;bIﬁ BHY tpumep

Adapted from: Kwon, et al. Nafure Structural & Molecular Biology, June 2015
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Addressing barrlers to the end of AIDS by 2030

omisination antiretrovical therapy

i was the first milestone in the fight against

D5, and s impact has been huge. Foday, we haee

solid prood that eary ART infiabion provides benefit
fior the: heaith of the HA Infiectsd peopie™' and regues

& peovention & gaining nd, with -:h:mmm:l Hr-
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Wil 2 cure on rembsk stmbeqy, whenerer a'nlhht:
B aibie to the milliors abexdy Infected? Thats
anather guestion

make acceside for the poor what Is within rF_xh -:|I'
the affiuent”. The sutmequent ceation of the Global
Fund to Fight AIDG, Tubarruicsts, and Malaty and of
the President Ememency Flan for AIDS Redef, the
Ircreasing penctration of generic antirctroviab, andithe
Fvaliabiity of reources for countries” A IDS progeamees,
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fir of ot o oges—which @ik for an end to the AIDS
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T make It happen, three major
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b abie io Stop the epidemic. Despite INCressing ART
acress, these will be o end of AIDS without 2 preverthe:
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represent a challenge for already stremed health systems
Oinkal arel trarsmission benefits will Become evident
In the years bo come, but the Immediaie benefits may
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In addftion, ART 2tirftion represents 3 substanbol
bamier fo the achiswvement and mainkenance of the

soppression.  Barriers are not

BRT todcity] but abo st

Berase of the now entry ofierly, the proportion of
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may perceie no short-berm benefit fi
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TherefoR;, e Epiraticral dream

test-and treat approach for millore of HIV
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