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Adult HIV Prevalence Rate, 2012

Global HIV/AIDS Prevalence Rate = 0.8%

[JNA

O <1% (98 countries)
B 1-5% (36 countries

B 5-10% (4 countries)
Bl >10% (9 countries)

NOTES: Data are estimates. Prevalence rates include adults ages 15-49. The estimate for Sudan represents data for South

Sudan. An estimate was not provided for Sudan. THE HENRY J.
SOURCE: Kaiser Family Foundation, , based on UNAIDS, Report on the Global AIDS Epidemic;
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HIV Euroopas

Map: HIV infections, per 100 000 population, reported for 2012: All cases
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Terviseameti andmetel on 2014. aasta

28. martsi seisuga diagnoositud Eestis kokku 8780

HIV positiivset, sealhulgas AIDS 421 inimesel

HIV-nakkus ja HIV-tobi, 1995-2012 (registreeritud juhtude arv)

HV-nakkus, juhtude arv
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Ajalugu

AIDS kui surmaga l6ppev haigus



RARE CANGER SEEN
N 41 HOMOSEXUALS

munia—anshn § Hh ﬂ:fﬂﬂ !m Hm
in New York and C "
— B Died Inside 2 Years

preurm ocystis Pned
o the period OcloDer jaB0-hay o8, 5yound men, all active homo sexud
preaned for oA _confirmed F’ﬂE-‘urnoEfSrfs Earfﬂfipﬂnﬂmﬂﬂia at3 different h
in Lo% Angeles: California. wo of the patients digd. Al g patients pad tak
confirmed previous o7 gurrent c.~.r1m-nega‘|::| ViTuS TN jnfection and candidal
infection. G fepmlsof fhese pmicnlsfo'ﬁow.
P 1.#pfm'1cuus'-~.r nealthy 33-year 1d man d2 | p. carinil pnéur By LAWRENCE
gral muc Hcandid‘msis n Man 1 after @ 2-M0 Mocers o New K ALTMAN
|evated el anzymes: | gopenia, 3n W wiruria Th Hﬂm "l'ﬂ Ty ] l'."lllhn
ci tner Qriober 1980 WS pLLH ¥ LTang homoseia 1
deteriorale despite courses :Jflma{rrvenl«.-ﬁ i jmesU 1 meen
waenidipe and acychovit. He died MY 5,and morieim T g
cannia, pul o e gaplasia. 3 o i L -
r e - P 1 i 1 m h
- “ o .-' [} I s
"V e T e b :

1981

G
FOR OUR LIVES

§——




Antiretroviirusravi ajastu

CART

HIV kui krooniline infektsioon



HIV Medication Chart

Nucleoside/Nucleotide Analogue Reverse

Transcriptase Inhibitors (NRTI)

Emtriva®”
(emtricitabine, FTC)

Epivir® *
(lamivudine, 3TC)

I"";‘\\'.

Zerit® *
(stavudine, d4T)

Viread®
(tenofovir, TDF)*

Videx EC®
(didanosine, ddl)

| I

aM§|  200my 250mg ("
6674 : '

Retrovir® *
(zidovudine, AZT, ZDV)

-

3

Prezista®
(darunavir, DRV)

Aptivus®
(tipranavir, TPV)

Crixivan® Norvir® *
(indinavir, IDV) (ritonavir, RTV)
zl
a8
3 Invirase®
Ziagen® (saquinavir hard ®
(abacavir, ABC) gel capsules, SQV) Reyat‘az
(atazanavir, ATV)

» .

Protease Inhibitors (Pl)

15mg
a4 55 8 “vm—— %
Kaletra®
opinavir/ritonavir, LPV/r) Viracept®
—— (nelfinavir, NFV)
e ey
Rescriptor® Sustiva®* Viramune® * \—J 2:3,0:mdey
(delavirdine, DLV) (efavirenz, EFV) (nevirapine, NVP) . Vs el
Lexiva®
(fosamprenavir, FPV)
litlglol:.fuﬂl i b . SUSTIVA .,_“_\_7_/
FDA Pregnancy Category D Q
Fixed Dose Combinations Fusion Inhibitors
. L Fuzeon®
Atripla® Combivir® Epzicom® Trizivir® Truvada® (enfuvirtide, T-20)
(TDF + FTC + EFV) (AZT plus 3TC)  (ABC plus 3TC) (AZT plus 3TC (TDF s
plus abacavir) plus FTC) g s ‘
e o )
4 g |
g ; ¥ .~
e -
FDA Pregnancy "l S’
Category D R—

@The brands listed are the registered trademarks of their respective owners.

*Also available in liquid form.

All pills shown in actual size except Fuzeon®
which is shown at 50%. 8/06



Antiretroviirusravi

Ravi on efektiivhe, parandab elukvaliteeti ning pikendab eluiga
Vaheneb ulekandeoht

Ravimeid tuleb votta igapaevaselt kogu elu
Korvaltoimed (kiired, hilised)
Maksumus



Antiretroviirusravi Eestis
seisuga 31.12.2013

® Arsti juures jalgimisel 5192 patsienti, lapsi 36

® 2013. aastal kiilastas arsti 3517 patsienti

® Ravil 2691 patsient
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Testimine

® HIV-nakkuse testimise ja HIV-positiivsete isikute ravile suunamise

tegevusjuhis

Eesti Infektsioonhaiguste Selts

Estonian Society for Infectious Diseases

Eesti Infektsioonhaiguste Selts (E[5) on infektsioonhaiguste eriala- ja teadusselts. Selts on asutatud 1993 aastal ja an
registreeritud mittetulundusithinguna.

El5 korraldab oma liikmete koolitamiseks seminare, osaleb infektsioonhaiguste alaste regulatsioonide ja
ravijuhendite kujundamisel, koostamisel.

Fraegu on El5-1 59 liiget, kelledest suurem osa on ka tegevad infektsioonhaguste arstidena.

Qlulised Lingid

HIWY -nakkuse testimise ja

HIV-positivsete isikute ravile

sUURammise teqeviusiuhis

Pyk0B0NCTED N0 TECTMPOEAHMID Ha

BV -1Hdhekumio M HanpagneH 4o

EVMY-nosMTHEHBIX AML Ha NEYEHME




XXl sajand

Paranemine?!



HIV paranemine

® Funktsionaalne paranemine (functional cure)

— Viiruse paljunemine pusib ravimiteta kontrolli all

® Taielik paranemine (sterilising cure)

— HIV DNA ei ole maaratav



Berliini patsient
Timothy Brown

® Ainus inimene, kes on vabanenud

viirusest
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Bostoni patsiendid
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Figure 2 Schematic representation of the therapeutic interventions received by the second “Berlin patient” and the “Boston patients”.
Although the second "Berlin patient” had received two stern cell transplants, only one is shown for clarity purposes. Mote that the length of the arrows
indicating the period under ART is meant to provide a qualitative comparison between the ART and transplantation schedules and is not in scale.

Shytaj and Savarino Retrovirology 2013




Table 1. Timeline of the Mississippi baby case.

Prenatal

30 h

31h
& days
7 days

11 days

19 days

29 days

29 days to 18 months
18-23 months

23 months

24 months

26 months

28 months

30 months

Child"s mother was HIV infected and received no prenatal care
Child was born at 35 weeks of gestation

Initiated on a three-drug regimen of nevirapine, zidowudine
and lamivudine before confirmation of HIV infection
Positive HIV DMNA PCR test

HIV RNA guantity of 19,812 cp.m
HIV RNA guantity of 2617 c.p.m

Switched from nevirapine to a ritonavir-boosted lopinavir
{LPV/r) regimen

HIV RMA guantity of 516 c.p.m
HIV RMA guantity of 265 c.p.m
HIV RNA guantity <48 c.p.m
Remained on ART

Lost to follow-up, missed clinic appointments
Off ART

Returned to clinic, remained off ART
Mo detectable HIV RMA quantity by standard clinical assay

Mo detectable HIV RMA quantity by standard clinical assay
HIV RNA guantity of 1 c.p.m using ultrasensitive assay
Megative HIV DMA PCR test

HIV proviral DNA detected near limit of detection but not in
resting CD4* T cells

Mo replication-competent HV detecied in resting CD4* T cells
Megative antibody test

Mo detectable HIV RNA guantity using ultrasensitive assay
HIV proviral DMA detected near limit of detection but not in
resting CD4* T cells

Megative antibody test

Megative antibody test

Case reported
Mo viral rebound

Mississippi
beebi

Shiau & Kuhn

Expert Rev. Anti Infect. Ther 2014



Los Angelese beebi

Teine voimalik HIV ravijuht lapsel
Lapsel alustati neljandal elutunnil antiretroviirusravi

8-kuuselt ei ole véimalik enam paljunemisvdimelist viirust

maarata

Hetkel saab veel viirusvastast ravi

CROI 2014



Viiruse reservuaari piiramine
Varajane antiretroviirusravi

o Productively
infected cell
immune preservation?
ired — latently
IMpaired reservdir expant|on ¢ - infectad call
ART — wiral load
= post-therapy
8 controllers (up to =15%)
—
m @ L] 8
} - .
L
a L ]
L]
]
L]
- a
‘i’
\ . .
1I.
-
\
1 L]
\ &
" ! I’ '\l
‘L{“ *'h._‘_ ™
™ - & - ——
L s L ] L - - @
1 |= i
Acute phase Chronic phase

Time

L.

therapy suspension. The dotted line depicts representative viral load dynami

o

Figure 1 ART administration during acute infection results in spontaneous control of viral load in a minority of individuals following

Lo U
compared to non controllers (solid line). The upper limit of the percentage of controllers is taken from [27]).

f patients controlling the infection following ART withdrawal, as

Shytaj and Savarino Retrovirology 2013




Viiruse reservuaari piiramine

Latentse viiruse aktiveerimine
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Figure 3 Treatment with auranofin increases the turnover of CD4" T-cell subsets and induces a partially selective apoptosis of the

memory compartment. The cell subsets are identified by the expression of the suface markers CD28 and CD95 (naive: CD2

and transitional memory: CD28% CD95™; effector memory: CD28 CDO5™),
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Viiruse reservuaari piiramine
Latentse viiruse aktiveerimine

Dr n Design Results
Lehrman etal,¥ 2005 Valproicacid] 4 Proof of concept study—treatment analysis of infectious units per million Reduced viral reservoir
cells with antiretroviral inte
Siliciano et al,* 2007 9 Observational study of patients on combined antiretroviral therapy and ~ No differences in infect
valproate
Sagot-Lerolle et al, ¥ 2004 1113 Case-control study No effect
Archin et al,* 2010 3 Follow-up of Lehrman et al¥ at 48 and 96 weeks No long-term effect of
Routy et al,* 2012 L6 Randomised study Mo effect on infectious

(27 given valproate in weeks 0-16,
29 given valproate inweeks 16-32)

NCT01319383 Vorinostat 30 400 mg single dose; later investigation to use 400 mg daily for Initial analysis™ of single
3 consecutive days per week (maximum 8 weeks) increase in cell-associate

NCT01365065 20 400 mg daily for 14 days; initial follow-up to 24 weeks NA

NCT01680094 (CLEAR Panobinosta 16 20 mg ondays 1, 3, and 5, every otherweek for 8 weeks; viral load, NA

study) proviral DNA, and infectious units per million cells recorded for 32 weeks

NCT01286259 \ Disulfiam 20 500 mg daily for 1 month NA

Tabe: Clinical studies of drugs to reduce viral latency by activating the latent virus

Kent et al Lancet Infect Dis 2013



Geeniteraapia
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® Zinc-finger nucleases

® Transcription activator-
like effector nucleases

® Homing endonucleases
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Kent et al Lancet Infect Dis 2013




Kokkuvote

HIV
® Surma-haigusest ravimitega kontrollitavaks krooniliseks infektsiooniks
e [Efektiivse raviga: eluiga, elukvaliteet Ulekanderisk

® Oluline leida nakatunud varakult

® Lahitulevikus paranemine HIV-inf@ktsioonist?
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