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A global view HEALTHY
of HIV infection €l

AGEING BODY

No data <0.1% 0.1%-<05% MW05%-<1.0% W 1.0%-<50% W 50%-<150% [ 15.0%-28.0%

>33 million HIV-infected worldwide
>5 million currently on ARV therapy

Adapted from UNAIDS Report on the Global AIDS Epidemic 2009. Available at: www.unaids.org/fglobalreport {accessed July 2012)
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HIV diagnoses reported by year of diagnosis in the
EU/EEA and WHO European regions, 1984—2012

Rate of reported HIV diagnoses per 100,000 population, by year of diagnosis, in the
EU/EEA and the WHO European region, 1984—2012

8 [ == \WHO European region
— === FUJ/EEA

Rate per 100 coo population

| | 1 1 | | | 1 1 l 1 L 1 | | | ] 1 | | | ] 1 | | | 1 1 |

1984 1986 1988 1990 1992 1994 1996 1998 2000 2002 2004 2006 2008 2010 2012
Year of diagnosis

Countries 43 | 45 43 | 48 | A7 | 47 | 40 | 46 | 50

reparting 15

25 | 27 36 36 |39 | 42 | 42 42 | 42 | 44 52 | 52 | 52 51 | K2 | 52 | 53 | 51 51

Rates may increase in the coming years due to reporting delays
Data from Russia not included.

European Centre for Disease Prevention and Control/WHO Regional Office for Europe. HIV/AIDS surveillance in Europe 2012. Stockholm: European .l
Centre for Disease Prevention and Control; 2013. www.euro.who.int/__data/assets/pdf_file/0018/235440/e96953.pdf . m
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L'..,' Top 6 EU countries by HIV diagnosis rate
QB — e e e e e e e e e e

Country 2006 2012
Estonia 49.7 23.5
Latvia 13.0 16.6

Belgium 9.7 11.1
UK 12.5 10.3
Luxembourg 10.9 10.3
Greece 4.5 9.4

EU/EEA average 6.4 5.8

Rate per 100,000 population

® 29,381 HIV diagnoses were reported by EU/EEA countries,
resulting in a rate of 5.8 per 100,000 population
=
J"

European Centre for Disease Prevention and Control/WHO Regional Office for Europe. HIV/AIDS surveillance in Europe 2012. Stockholm: European
Centre for Disease Prevention and Control; 2013. www.euro.who.int/__data/assets/pdf_file/0018/235440/e96953.pdf . m




KiV5UVO§ éKGEO’ﬂQ (néooc 6poc ava emelgddio pe OeTIKA TwNyn)

Niadeppikn (aipa)? 0.3%
BAevvoyovikA (aipa)? 0.09% ?
TTaOnTIKA TTPWKTIKA €TTAPR 3 1% - 3%
EvepynTikA TPWKTIKA eTTagn 4 0.06%
TTa®nTIKA KOATTIKA £TTA®R 2 0.1%
EvepynTikA KOATTIIKRA £Ttagn © 0.01%
TTadnTikn otoparikA (avdpac)’ 0.1%
"uvaika pe yuvaika 4 case reports
OTOHATOYEVVNTIKA 8

IDU pe koivi xphon peAovag ° 0.67%
KdaBetn (xwpic mpopUAaén) 10 13-40%
MeTdyyion aipartoc 0.0001%
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LJ. Percentage of reported HIV diagnoses in MSM among all
- reported HIV cases, by country, EU/EEA, 2012 (n=29,381)
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European Centre for Disease Prevention and Control/WHO Regional Office for Europe. HIV/AIDS surveillance in Europe 2012. Stockholm: European
Centre for Disease Prevention and Control; 2013. www.euro.who.int/__data/assets/pdf_file/0018/235440/e96953.pdf
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.r. Comparison of estimated undiagnosed HIV infection

= in Europe
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% aware of infection

USA* UK? EU3 WHO Belarus3
Europe

region3

Moldova3 Ukraine3

m Almost 1/3 of HIV+ people in Eastern Europe and Central Asia are unaware
of their infection3

Adapted from: Chen M et al. 2012%; HPA. HIV in the United Kingdom: 2013 Report?; and Coenen T. HIV in Europe 20103

1. Chen M et al. MMWR 2012:61:57-64; 2. Aghaizu A et al. HIV in the United Kingdom: 2012. London: Health Protection Services, November 2013; 1
~ 3. Coenen T. HIV in Europe 2010. Available at: http://ec.europa.eu/health/sti_prevention/docs/ev_20101027_coo3_en.pdf



[Tapouciaon TTEPICTATIKOU

* Avopag 25 eTwyv, TEAEIOPOITOC PoITNTNG NoAuTEXVEIOU,
TTPOCEPXETAI YIATI ATTO EBOOUADOG TTAPOUCIALEl TTUPETO
¢wc 399C, didxuTtec puaAyiec, papuyyaAyia Kal
KEPAAAAYiQ.

° ATTO TO ATOMIKO AVAPVNOTIKO: YOVOKOKKIKR oupnBpiTida
TTPO £TOUC

* KatvioTAG, KOIVWVIKOG TTOTNG

* AT6 TNV KAIVIKA £CETAON TTANV TOU TTUPETOU gugpavilel
epUBPOTNTA OTO PAPUYYA, UIKPOUC TPAXNAIKOUC
AEPPADEVEC (~2€eK) Kal KNAIOWOEC £¢AvONnua oTOV KOPUO

° AT TOV £pyaOTNPIAKO EAEYXO TTAPOUCIAEl OpIaKN
AEUKOTTEVIO KAl ATTIO aUENON TwV TPAVOAUIVOO WV
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1. Adapted from Hoffman C & Rockstroh J. HIV Book 2011; p.22-23
2. Adapted from www.livescience.com/10510-viruses-invade.html (accessed July 2012)



HIV-1 replication cycle 11V 3OD"

HIV particle
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Adapted from Weiss RA. EMBO Rep 2003; 4 Spec No: 510-514



) ‘EkOeon Twv PpAsvvoydovwy
Huépa O
HEP otov HIV (sex)

) O 16¢ avayvwpileTal amd Ta
Huepeg 0-2 0evOpPITIKA KUTTAPA KAl
HETAPEPETAI OTOUG ETTIXWPIOUC

Aeppadéveg
Huépec 4-11 B O HIV moAAamAacidleTal
” ota CD4 kai

ameAeuBepwveTal 0TO Aipa

MeTta tnv nuépa 11 O 16¢ diaoTeipeTal o

dl1dpopa opyava

Kahn JO, Walker BD. N Engl J Med.
1998;339:33-39.




O&cia mpwtoyevinc HIV Aoipwén
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TTpwToAoipweén: Znyeia kKai ouPRTWHATA

[TupeTOC
NeupadevoTTabela
dapuyyiTida

E¢avonua

MuaAyia 1 apBpaAyia
Algppoia

KepaAaAyia

NauTtia Kal EUeTOI
HiraTtooTAnvoueyaAia
ATTwAEIO Bapoug
Evavlnua, oTopaTika EAKN
NEUPOAOYIKA CUPTITWHATA



ity Erlangen,
Department of Diermatal




‘EAKN oToparToc oto ofU peTPOiKO oUvdpopo
v

4

« B

Walker, B. 40 IDSA, Chicago 2002.




loTOPIKO

* O aoBevnc avagEper OTI EIXE MIO XWPIC
TTPOPUAACEIC OECOUAAIKN ETTAPN ME KATTOIOV
avopa AyvwaoTo, N ETTaPnN NTAV TTAONTIKN, EVW
TTapaAAnAa diatnpei oTaBepPr) oxEon PYE TO KOPITOI
TOU

* [Mw¢ TTPOXWPOUE;




O&cia TTpwToyevnc HIV Aoipwén
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EpyaoTnpiakoc €Aeyxoc

* p24
* Anti-HIV EIA
* HIV-RNA

* Western blot (p17, p24, p55 // p31,p51,p66 //
gp41,gp120,gp160)



Kpoitnpia A§ioAoynonc WB

+ gp4l+gp120/160
© p24+gp120/160

* EIA + WB: tcuaioBnoia, £181kéTnTa >99%



Avixveuon HIV avaAoya pge to diayvwoTiko test

ZUHTITWHATO —
p24 Avtiyovo e

HIV RNA
HIV EIA*

Western blot

o 1 2 3 4 5 6 7 8 9 10
EBdouadeC yeTa TN JOAUVON

2 *39 generation, IgM-sensitive EIA
5 i *2"d generation EIA
] *viral lysate EIA

After Fiebig et al, AIDS 2003;
17(13):1871-9



2UVEXEIQ...

O aoBevNnc EXEl:
° AVTIYOVO p24 BETIKO
* HIV-RNA 1.3x10°6 c¢/ml kai

* Western blot apvnrikn



TTaBoyéveia HIV Aoipwénc

Aoipwen, laiyia, AlaocTtropa

Eykaraoctaon Xpoviag
Emipévouocag Aoipwing

AVOCOOVETTAPKEIX



HIV natural history

HIV NATURAL HISTORY
Primary Intermediate

1000 —

Minor infections
cD4 Skin conditions
cell count Fever
{cells/pl) Weight loss
TE
Pneumonia

Fever Asymptomatic
Myalgia Thrombocytopenia
Rash PCP KS

Pharyngitis T
/ Toxoplasmaosis
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Mouth ulcars Antiretroviral therapy Cryptosporidiosis
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CMV  —

I
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FIGURE 1.1 The various stages of HIV infection depicting the development of different opportunistic infecticns with advanced
immunodeficiency and the impact of antiretroviral therapy on C0O4 cell count recovary




HIV pathogenesis A

CD4
(cells/mm?3)

1000

200

VL: viral load

Medium VL Slow progressor

Rapid progressor

Years

Adapted from:
1. www. aidsetc.org/aidsetc?page=cg-207_progression_risk (accessed July 2012).
2. Egger M et al. Lancet 2002; 360(9327):119-29



2 7adia tnc HIV Aoipwénc kara CDC

CD4+ T/ul ACUUTWHATIKOI 2 UHTTTWHATIKOI Karaoraon mou
TTpwTtoAoigwén (6x1 A 1y C) npoodiopilel
LLLIYAY AIDS
>500 Al Bl
200-499
<200

MpoodeuTikh MNevikeupévn Asp@adevoTTdocia



[leploTATIKO

* AoBevr ¢ nAIKiag 34 eTwv o€ EAEYXO TTOU
TTPAYUOTOTTOIEI YIATI CUVATITEI UIA VEA EPWTIKN
oxéon, BpiokeTal 0poBETIKOC

* ApXIKN agloAoynon CD4:542/ul
HIV RNA:3.68X10° ¢/ml



AUo Ypovia HETA...

* [1pooEpxeTAl KOl AVAPEPEI TTPOOOEUTIKI ATTWAEIQ
Bapoucg kail eTreicodla TTupeTou. ATTo 20nuEpou
OTAOIOKA £TTIOEIVOUEVN OUCTIVOIA UE OUVOOO
&npPo Pnxa.

* Kamvioua 2.5 p/d, kataxpnon aAKOOA



AlQyVWOTIKN TTPOCTTEAACT)...
OepaTtreia

* CD4: 31/ul, HIV RNA:2.39X108¢c/ml

°* CT: eixova Baung ualou,

* Bpoyxookotrnon: avooco@Bopiouog + yia PCP
* TMP-SMX, corticosteroids PO2<70mmHg

° ART?




Kataotaoeic ou TT1poodiopilouv Karnyopia B
kata CDC

*  BakTnpiakn ayysiwpdrwon

*  KavTivtiaon (oTopato@apuyyikn, KOATIKA)

*  AvomAacia TpaxhAou i KapKivo TpaxhAou in situ

* Tlupetoc (38.5) h didppoia didpkelac > 1 pAva

° 2 TOUATIKA TPIXWTN AcukoTrAakia

* ‘Epmntac {wothpacg (2 emeioodia R 2 deppatoTopia)
* Idioma®Ong Bpoupotevikn TToppUpa

* PID

* AioTepiwon

* Tlepipepikn veupomdOeia



2TOMOATOPUPUYYIKN
MUKnTiOon

TpIXwWTA AeUKOTTAGKIO




NekpwTikn ovuAooTopariTida



ATAOC £pTNTAC



‘Eprnc ZwoTtnpac



KaraoTtdoei¢ mou 1

poadiopiCouv AIDS

Kavtivtioon owso@ayov,
Tpayeiog, Ppoyyov, mvevpuovov

AnhOg éprnc pe £hkn > 1 pnva,
Bpoyyitida, mvevpovitida,
0160 UYITIO

AMONTIKOG KapKivog Tpayiov
™G UNTPOS

IotomAdopmon dowacmaptn 1
eEOmveLpoOVIKI

EEonvevpoviki
KOKKLOL0E100 LUK (M G1)

EykepalomaOera o@ertlopevn 6tov

HIV (avoua)

EEomveopovikn KPpuATOKOKK®OT)

20VOpPONO amicyvovoNns OPELLONEVO GE
HIV (andlrero Bapovg >10% tov B
kot > lpnve pe dvappowa §| mopeto)

Kpvntoomopiotaon pe owappora
> 1 mva

Iococmopiaon pe dwappowa > 1 pnva

Néococ amd6 CMV, ektog
NOTOS, OTANVOS, AEPPUOEVOV

Xapkova Kaposi




Kataotdoeic mou TTpoadiopiCouv AIDS

[Ipotonabég Afppoua
avocofiactikd | Burkitt

EYKEQPAAOL 1M

[Tvevpovikn Aoipmén and

Pneumocystis jiroveci

Aépoopa hon-Hodgkin

Yrnotpomalovcsa mvevpovio 6e ST
12 unvov

Adomaptn Aolpumén amd pukoPaktnpioa,

TTpoodeuTikh TTOAUEDTIAKA
AgukoeykepahoTaOela

Adomaptn Aolumén amd pukoPaktnpidlo
NG PLUATIOONC

Yrnotpomalovca pikpoPiopio amd
GOALOVEAALQL

[Tvevpovikn Aoipmén omod
LLKOPBaKTNPIO0 TNG PLUATIOOTNG

ToEomhdopmon eykepdAlov




PCP







ATTéoTNHO EYKEQAAOU QUMUATIWOOUG aITIOAOYiaGg
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NMNaykpeaTikd amréoTna oQEINOpEVO o€ MDR HUKOBOAKTNPIOIO QUUATIWONG



Keyxpo€idig Quuartiwon



CMV apgipAnoTpociditida



CMV nveupoviTida




IoTtonAdopwon



KpounTokokkwon



2 apkwya Kaposi



EvdekTikég voéool AIDS (ekaTooTiaia avaAoyia) oToug e@poug/eviAikeg otnv EAAGSa péypr Tig 31/10/2008
AIDS indicative diseases (percentage) in adults/adolescents in Greece by 31/10/2008

BHY civipouo amioyvaong = HIV
w asting syndrome

M [ Wvevpovia amd Prneumocystis carini
= Pneumocystis carinii pneumonia

O Zapkwpa Kaposi- Kaposi's
sarcoma

OHN EyxeqarorrdBea (Avola) - HY
encephalopathy (dementia)

=

i

=
1

O Kavnvrioon oloopdyou -
Candidiasis, esophageal

—
L=
[=]

O Mveupovikn gupaTiwon® = Pulmonary
tuberculosis *

O Togom Adopwaon eykegpdhou =
Toxoplasmosis of brain

MoocooTd % - Percentage %

OMNdoog amd Tov 16 Tou arm Aol
EpTTnTa - Herpes simplex virus
disease

B A ppIEANCTRPoEKITBa amd
KuTTapopsyahoid - Cytomegalovirus
retinitis




|-_.||' HIDES |
le"  HIV-Indicator Diseases across Europe Study
.
m Cost-effective screening indicators that signal an HIV test is
warranted (conditions that have an HIV prevalence >0.1% in a given
population):

Cytopaenia

Dermatitis

Herpes zoster

Mononucleosis-like illness

m Barriers such as motivation of medical colleagues, time pressures
and skill development need to be tackled

001/1HQ/14-04/1053al September 2014 -|
Sullivan AK et al. PLoS One 2013;8:e52845




TToTe va apxiow avTipeTPoikR aywyn;

Late clinical
stages

Early clinical
stages

Any viral load High Viral load

B Loxicity. non-adherence Non-AIDS HIV efiects

Schechter, 2004 (JID 2004,;190:1043-1045)







Site of drug action

HIV particle

.ih I . New viral
' articles
-. . J 1 HIV binds to host cell P ..
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transcription proteins - -
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DNA copy of %

HIV RNA == RNA genomes

Integrase | integrase” . 1 r PPV PR
et er . | DNA integration
inhibitors - into host genome

Adapted from Weiss RA. EMBO Rep 2003; 4 Spec No: 510-514



Current ARV Medications

NRTI
* Abacavir (ABC)
* Didanosine (ddI)
* Emtricitabine (FTC)
* Lamivudine (3TC)
* Stavudine (d4T)
* Tenofovir (TDF)

* Zidovudine (AZT,
ZDV)

NNRTI

* Delavirdine (DLV)
* Efavirenz (EFV)
* Etravirine (EVR)
* Nevirapine (NVP)
* Rilpivirine (RPV)

PT Fusion Inhibitor

* Atazanavir (ATV) * Enfuvirtide (ENF, T-20)
* Darunavir (DRV)

* Fosamprenavir (FPV)
* Indinavir (IDV)

* Lopinavir (LPV)

* Nelfinavir (NFV)

* Ritonavir (RTV)

* Saquinavir (SQV)

* Tipranavir (TPV)

CCR5 Antagonist
* Maraviroc (MVC)

Integrase Inhibitor
* Raltegravir (RAL)

* Elvitegravir

* Dolutegeravir



‘Evapén Ocparciac

2 UUTTTWHATA CcD4 O¢pancia
Nai AveapTnra Nai (AI)
ap1Opou

(0)° < 350 Nai (AI)

(0)°C 350-500 Nai ot opiopéveg
TEPITTWOEIC
(A/BII)

(0)C >500 CIII




Evdceieic yia évapén ART

AoupnTwiaTIikR Aoipwén kai 2 0ortaon
cb4 >350 cells/puL

* Eykupoaouvn

* HIV- NegppotrdBeia

* Kapdiayyeiakr vooo A 10 €1¢ ART
KapdlayyEIOKOC KivOuvog KaTa
Framingham>20%

* ZUMoipwén ue 16 nTTaTimidag B, étav
n Bepartreia yia Tov HBV atraireital

* 2UMNNoipwen e 16 nrTatimidag C, o€
OPICHEVEG TTEPITITWOEIG

* HIV-RNA >10° ¢/ml ka1 /f} puBuog
ueiwong Twv CD4>50-100/£10¢




ApXIKNn Ocpareia: EmiAéyovrac @dapuaka. .

* 3 KATNYOPIEG:
—I1 NNRTI + 2 NRTIs

—1PT + 2 NRTIs
—1 INSTI +2 NRTLs

— Fusion inhibitor, CCR5 antagonist

* TTAeovekTApaTa kai duokoAiec aTnv emiAoyn KAO«e
opadacg

* E&artopikeuon Tn¢ Bepameiac



Continuum of HIV care HEALTHY
in United States £HIV

AGEING BODY

100% -

75% 1

50% 1

Percentage

25% 1

HIV-infected HIV-diagnosed Linked to care Retained to On ART Suppressed viral
HIV care load (<200
copies/mL)

Engagement in HIV Care

Of all with HIV infection, ~850,000 individuals do not have suppressed HIV RNA (72%)

Adapted from Centers for Disease Control and Prevention (CDC). MMWR Morb Mortal Wikiy Rep 2011; 60:1618-1623



All-cause mortality pre-1996 and 2004-06 (sexual

exposure only) Cascade collaboration.

K Porter CROI 2008

- Pre-1996 (HIV 2004- 2006 (HIV infected)
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g ] <45 years at seroconversion |, 45+ years at seroconversion
v -

2 |

L

> | —

€ -

= ‘_'—’_'

il

©

e | N

@

| ———

Nathan Coley : Hope

ime since seroconversion (years




EvocpEn Kot dtapkela PEP

-
J
T
_

® H anoteAecpatikotnta tng PEP petwveTal avaAoyo PE TO YPOVO IOV
pecoAafnoe ano tnv EkBeon pExpL TNV Evapérj tng
l6avikd n PEP mpemel va apyiCel evidg wpwv amod tnv ekBeon

B To xpoviko didotnpa tEpav Tou omoiov n PEP dev eivau
amoteAeopatikn AEN eival kaBoplopévo

ZWIKA LOVTEAQ: 72 WPEG

®m H wbavikr diapketa tng PEP dgv eival yvwot)
To péxpL twpa 6edopeva (CWIKA LOVTEAQ, LEAETEG TTIAPATI)PTONG
entayyeAPOTIKNG €kBeong) deiyvouv OtL oL 4 efdopddeg eival
TIPOOTATEVUTLKEG

- -



* Focus on the individual to ensure every patient is on the most
appropriate therapy

« 20% drop in HIV-related deaths globally between 2009 and 20127

UNAIDS recently set new targets for testing and
treatment to end AIDS by 2030 by achieving
‘90—90-90’ by 20207

VN

90%2 90%2

of all people of all those who of those on ART

are diagnosed
HIV positive to
be on sustained
ART

should have an
undetectable
viral load

living with HIV
should know
their status

1. WHO: News release, July 2014
LUNAIDS, Joint United Nations Programme on HIV and AIDS 2.90-90-90. UNAIDS. 2014
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