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EACS post graduate training

• Advanced course – internate – Montpellier, 

September – 50-60 younger MD with

some/limited experience with clinical handling 

of HIV+ persons

• Exchange program

• 1, 4 or 12 month stay at centres of excellence

• (e-learning)



EACS HIV Treatment

guidelines :

• Antiretroviral therapy

• Co-morbidity

• Viral hepatitis

• (TB)



Process:

•Ongoing evaluation

•Paper version biannually

•Online update as needed

•Panel members – co-morbidities

•HIV expertise

• Non-HIV disease expertise

• Latest update in 2011 –

updated version to be relased in 

Oct 2013



Purpose of guidelines

• Easy-to-use guidance on day-to-day handling 

of HIV+ persons in HIV clinics

• Identify situations where disease-specific

expertise is recommended

• Reference of HIV-specific issues

• differential diagnosis, 

• Treatment of most frequent co-morbidities incl

preferred drug regimens and drug-drug

interactions etc

• Guidelines are developed by cross-continent

panels and widely used

• translated into 10 languages



Number of new HIV cases diagnosed in EU, 

EEA/EFTA from 2004-2009



HIV epidemic

In Eastern 

Europe/

Central Asia

(= app FSC):

1990

to

2010



Injecting as usual mode of administration of heroin 

among persons entering treatment in 2010

EMCDDA 2012



WHO, 2011



Incidence of IDU-related HIV diagnosis in 

2010 across Europe

Outbreaks of IDU-related HIV infection in Greece and Romania (2011-2012)



HCV prevalence among IDU’s

EMCDDA 2012



Criminal to ingest illicite drugs 



EuroSIDA

• HIV transmission risk group

• CD4 counts, HIV viral loads

• All treatment start/stop dates

• Clinical AIDS events

• Non-AIDS events (since 2001)

• Deaths and causes of death

EuroSIDA is a large prospective cohort with 16597 patients from 

33 European countries, Israel and Argentina. Regularly collecting:



Incidence of AIDS or death in EuroSIDA

1994-2007

Update of: Mocroft et al, Lancet 1998, 2000 & 2003
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Risk of disease progression and lowest CD4 count:

the cushion and the red zone
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Normal CD4 count : 

600-1200 cells/µL

Risk almost

zero if CD4

>500 cells/µL



Late presenters across Europe

84,524 
presented for 

care

45,488  (54%) 
Late Presenters

28,081 (33%)  
advanced 

immunodeficiency

15,879 (19%) 
very advanced 

late 
presentation

Late presentation=CD4 < 350/AIDS; advanced immunodeficiency : CD4 < 200/AIDS; 

very advanced late presentation: CD4 < 50/AIDS

COHERE: Lundgren et al, WAC 2012

In last decade:

Decrease of

4% (95% CI: 3-5) 

/ calendar year



Late presentation deprives benefits 

from ART and hence impact 

adversely on health for HIV+ person

& allows inadvertent onward 

transmission

Solution – more effective strategies: 

• to test population 

• ensure better access to care for those diagnosed 

(varies largely by region)



Can be accessed on HIV In Europe website  



Number of persons on ART in 

ressource-limited settings

UNAIDS, 2012



Recommendations for initiation of ART in HIV-

positive persons without prior ART exposure(i)



Guidelines change

but not in syncrony

De Cock & El-Sadr, NEJM 2013



Characteristics at entry and deferral strategies from 

RCTs comparing deferred vs. immediate initiation of 

ART in ART-naive HIV+ persons 

Study Sample 

size

Median 

baseline CD4 

count
(cells/ µL)

Deferral Strategy Median CD4 count at 

ART initiation in 
the deferred arm

SMART 249 437 ART deferred until:

1. CD4 declined to < 250 cells/µL

2. CD4 percentage declined to < 15%

3. Symptoms of HIV disease developed

245 

CIPRA HT-
001

816 281 ART deferred until:

1. CD4 declined to ≤ 200 cells/µL
2. AIDS-defining illness developed

166 

HPNT 052 1761 428 ART deferred until:

1. CD4 declined to ≤ 250 cells/µL
2. AIDS-defining illness developed

229 



Impact of immediate vs. deferred initiation of 

ART on mortality and TB: 

3 RCTs in ART-naive HIV+ persons

Study Deaths early ART 

initiationa arm

Deaths deferred ART 

initiationb arm

SMART 0/131 1/118

CIPRA HT-001 6/408 23/408

HPNT 052 10/ 886 13/877

Pooled data from the 3 

trials 

16/1425 37/1403

HR (early vs deferred) - deaths 57% (95% CI: 86%-23%)

HR (early vs deferred) - TB 49% (95% CI: 66%-24%)

a Early ART initiation defined as start of ART at CD4> 350 cells/µL

b Deferred ART initiation defined as start of ART at CD4 <200 or <250 cells/µL



Survival after ART initiated at different CD4 count 

levels between 200-500: ”causal” modelling

The HIV-CAUSAL Collaboration, Ann Intern Med 2011

Proportion

surviving



Strategic Timing of Anti-Retroviral Treatment 

(START) study

HIV-infected individuals who are ART-naïve with 

CD4+ count > 500 cells/mm3

Early ART Group

Initiate ART immediately 

following randomization

N=2,300

Deferred ART Group

Defer ART until the CD4+ count 

declines to < 350 cells/mm3 or

AIDS develops

N=2,300

Primary endpoint: Serious AIDS & serious non-AIDS disease (213)



START Neurology Substudy 

HIV-infected individuals who are ART-naïve 

with CD4+ count > 500 cells/mm3

N=600 at 36 sites  (608 or 101% accrued)

Early ART Group

Initiate ART immediately 

following randomization

N=300

Deferred ART Group

Defer ART until the CD4+ count 

declines to < 350 cells/mm3 or

AIDS develops

N=300



Monforte et al, Ann Neurology 2004



Blood-brain barrier before (left) and after (right) 

HIV infection

Shapshak et al,  AIDS 2011



Foudraine et al, Lancet 1998



Contemporary challanges in HIV care

• Interval between visit to HIV clinics increases

• GP more involved in care

• Requires clear guidance and delegation of 

responsibility

• Extensive list of screening for comorbidities is 

recommended

• Polypharmacy, pill burden, and drug-drug 

interactions

• Prioritisation of care – differentiate between

• Standard-of-care – supported by solid evidence

• Experimental considerations not supported by 

solid state-of-the-art evidence using appropriate 

research methodology



Drug levels of 

anti-

depressant

affected by 

ARVs: 

Need for 

collaboration

between

psyciatry and 

HIV medicine

antidepressants ATV/r DRV/r LPV/r SQV/r EFV ETV NVP RPV MVC RAL

S
S

R
I

citalopram ↑ a ↑ ↑ a ↑ a ↓ ↓ ↓ ↔ ↔ ↔

escitalopram ↑ a ↑ ↑ a ↑ a ↓ ↓ ↓ ↔ ↔ ↔

fluvoxamine ↑ ↑ ↑ ↑ ↔ ↔ ↔ ↔ ↔ ↔

fluoxetine ↑ ↑ ↑ ↑ ↔ ↔ ↔ ↔ ↔ ↔

paroxetine ↑↓? ↓39% ↑↓? ↑↓? ↔ ↔ ↔ ↔ ↔ ↔

sertraline ↓ ↓49% ↓ ↓ ↓39% ↓ ↓ ↔ ↔ ↔

S
N

R
I

duloxetine ↑↓ ↑↓ ↑↓ ↑↓ ↔ ↔ ↔ ↔ ↔ ↔

venlafaxine ↑ ↑ ↑ ↑ ↓ ↓ ↓ ↔ D ↔

T
C

A

amitriptyline ↑ ↑ ↑ ↑b ↔ ↔ ↔ ↔ ↔ ↔

clomipramine ↑ ↑ ↑ ↑b ↓ ↓ ↓ ↔ ↔ ↔

desipramine ↑ ↑ ↑5% ↑ ↔ ↔ ↔ ↔ ↔ ↔

doxepin ↑ ↑ ↑ ↑b ↔ ↔ ↔ ↔ ↔ ↔

imipramine ↑ a ↑ ↑ a ↑ a ↓ ↓ ↓ ↔ ↔ ↔

nortriptyline ↑ a ↑ ↑ a ↑ab ↔ ↔ ↔ ↔ ↔ ↔

trimipramine ↑ ↑ ↑ ↑ ↔ ↔ ↔ ↔ ↔ ↔

T
e
C

A

maprotiline ↑ ↑ ↑ ↑ ↔ ↔ ↔ ↔ ↔ ↔

mianserine ↑ ↑ ↑ ↑ ↓ ↓ ↓ ↔ ↔ ↔

mirtazapine ↑ ↑ ↑ ↑ ↓ ↓ ↓ ↔ ↔ ↔

O
th

e
rs

bupropion ↓ ↓ ↓57% ↓ ↓55% ↔ ↓ ↔ ↔ ↔

lamotrigine ↓32% ↓ ↓50% ↓ ↔ ↔ ↔ ↔ ↔ ↔

nefazodone ↑ ↑ ↑ ↑ ↓ ↓ E ↓ E E ↔

St John's wort D D D D D D D D D ↔

trazodone ↑ ↑ ↑ ↑b ↓ ↓ ↓ ↔ ↔ ↔

Colors legend:

no clinically significant interaction expected.

these drugs should not be coadministered.

potential interaction which may require a dosage adjustment or close monitoring.

potential interaction predicted to be of weak intensity (< 2 fold ↑AUC or < 50% ↓AUC).  A dosage adjustment 



Consensus on knowledge of neurological 

disease in HIV

• Untreated advanced HIV associated with several 

types of CNS disease incl AIDS dementia

• Symptomatology incl NCI, depression, anxiety, 

hallucinations, etc

• ART effectively prevents the emergence of and 

revert symptomatic CNS disease



Comtemporary CNS-related disease in HIV

• Multiple differential diagnoses

• Increased prevalence – relative to general population 

• Depression *

• 3rd stage syphilis *

• Illicit drugs inducing anxiety, NCI, hallucinations, 

depression etc*

• HIV-specific issues

• Residual irreversible CNS impairment from resolved 

opportunistic disease caused by late presentation

• Adverse drug reactions from ARV’s and anti-HCV tx*

• NCI caused by residual ongoing HIV replication ?

*: solid evidence that specific medical intervention is of benefit



Prevalence of depressive symptoms

N=2175 n Prevalence 

(95% CI)

Prevalence comparison

PHQ-9: DD

(Depressive disorder)

579 26.6 % 

(24.8 %, 28.5 %)

General population (Germany)1: 

9%

PHQ-9: MDD

(Major depressive

disorder)

415 19.1 % 

(17.4 %, 20.7 %)

General population (Germany) 1: 

4%

Primary care (Netherlands)2:  5%

n %

PHQ-9: DSS

(Depression severity 

score)

None (0)

Minimal (1-4)

Mild (5-9)

Moderate (10-19)

Severe (≥ 20)

DSS score ≥ 10

411

729

448

444

143

587

18.9 %

33.5 %

20.6 %

20.4 %

6.6 %

27.0%

General population (England)3: 

PHQ-9 DSS score ≥ 10: 7%

Primary care (Netherlands)2: 

PHQ-9 DSS score ≥ 10: 11%

1Martin et al. General Hospital Psychiatry 2006; 28: 71
2Zuithoff et al. BMC Family Practice 2010; 11: 98
3Paranjothy et al. BMC Public Health 2011; 11: 145

2175 HIV+ in routine care: cross sectional study in the UK

Lampe et al, BHIVA, 2012



Viral load non-suppression on ART by 

depressive symptom status

0,1 1 103

p<0.001

p=0.004

p<0.001

p=0.017

p<0.001

p<0.001

PHQ-9 DD: No

Yes

PHQ-9 MDD: No

Yes

PHQ-9 DSS: trend across 

categories (none to severe)

N=1618 participants who started ART ≥ 6 months ago; n=144 with VL>50 c/mL

Odds ratio (95% CI) of VL>50 c/mL

Adjusted for 

clinic only

Adjusted for 

clinic, and 

subject-reported 

non-adherence in 

past 2 weeks

Adjusted odds ratios 

by logistic regression

2

ASTRA study: Lampre et al, BHIVA, 2012



Depressive symptoms and current 

treatment for depression

• Total prevalence of depression (treatment or symptoms): 

35.8% (779/2175)

• Of all participants with evidence of depression, 

43.4% (338/779) were not receiving any treatment for 

depression 

PHQ-9 Depressive 

Disorder status

Current treatment

for depression?*

N

PHQ-9 DD (N=579 YES

NO   

241

338

No PHQ-9 DD

(N=1596)

YES

NO

200

1396

TOTAL 2175

*Medicine or other therapy for depression

ASTRA study: Lampre et al, BHIVA, 2012



Terminology: HIV-associated neurocognitive

disorder (HAND)

Manji et al

JNNP, 2013



Selfreported neuropsychiatric distress among

HIV- vs acute/early HIV+ (CSS)

TMARC study:

Weber  et al

J Neurovirol 2013



Crum-Cianflone et al, Neurology 2013

N=200 (HIV+) and 50 (HIV-)

Cross sectional study



Acceptance of being HIV+, stigma, THE scare

• HIV+ status not well accepted in society

• stigmatization

• Risk of transmission to HIV neg partner

• Illicit drug use

• Research hypothesis articulated as facts 

creates scary scenarios

• ”accelerated aging”

• Long-term adverse outcomes from ARV’s

• HAND



Factors associated with symptomatic

neurocognitive disorders in HIV+

ANRS CO3 Aquitaine Cohort: Bonnet et al, AIDS 2013

N=400

cross

sectional

study



CNS Targeted HAART:  A randomised trial for HIV 

associated neurocognitive disorders (HAND)

• Eligibility:

• HAND – Impaired on NP testing

• Stable (>8 weeks) on HAART or no HAART

• Planned change to ART 

• VF, AEs or HAND despite ART

• Exclude major comorbidity or substance use

Ellis R et al. CROI 2013 (20)

CNS-T arm
n=29

Lost to Follow-up
n=3

Protocol Violation
n=3

REACHED STUDY
ENDPOINT

n=23

CNS-T arm
n=26

NON CNS-T arm
n=30

Lost to Follow-up
n=7

NON CNS-T arm
n=23

Protocol Violation
n=4

REACHED STUDY 
ENDPOINT

n=19

Study Population

Intent-to-Treat
Analysis

As-Treated and 
Per Protocol

Analysis





Number of syphilis cases diagnosed pr month in 

EU, EEA/EFTA countries: 2006-2010

ECDC, 2012



TB and HIV

Total global incidence in 2011:  8.7 mill



Use of opioid substitution therapy (OST) among IDU

Region Number of OST recipients per 100 IDUs (range)

Europe

West/Central 61 (48–79)

East/South–East 1 (<1–1)

Africa

North 1 (<1–1)

Sub–Saharan 1 (<1–<1)

Americas

North 13 (9–19)

Carribean 5 (4–7)

Asia

East/South–East 3 (3–5)

South 19 (15–25)

Central <1 (<1–<1)

Near and Middle East 1 (<1–1)

Global 8 (6–12)



Prevalence of 

cannabis use by 

15 year old

across Europe

and in US

EMCDDA 2012



Cocaine use

in 15-34 year

old:

life-long and 

in last year



Neurocognitive impairment: 

diagnosis and management



Neurocognitive impairment: 

diagnosis and management



Summary

• ART prevent and revert recognised HIV-induced

morbidity and mortality incl from CNS

• Several conditions associated with NCI –

potentially modifiable – reasonable evidence

• Available evidence insufficient to make strong

recommendations on whether optimisation of 

ART improves NCI in persons with residual

intracerebral HIV replication

• More and better designed research on 

neurological complications in HIV urgently 

required
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