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HIV treatment guidelines around the world have continued to evolve to reflect the idea that early diagnosis and timely treatment before the onset of progressive disease can change the course of the epidemic.
Thus, guidelines have moved toward treating essentially all HIV-infected individuals and address the
concept of treatment as prevention to reduce the likelihood of new infections.

Recommendations for Initiation of ART in HIV-positive Persons without Prior ART
Exposure: EACS Guidelines
Following recent EACS Guidelines (Version 7.0, October 2013), ART is always recommended in any
HIV-positive person with a current CD4 count below 350 cells/μL.
For persons with CD4 counts above this level, the decision to start ART should be individualized and
considered, especially if a person is requesting ART and ready to start, has any of the conditions
mentioned above and/or for any other personal reasons.
Priority should be taken to treat persons with CD4 counts below 350 cells/μL and for persons with
higher CD4 counts if they suffer from one of the above-mentioned conditions before placing resources into treatment as prevention.
Time should always be taken to prepare the person, in order to optimize compliance and adherence.
Genotypic resistance testing is recommended prior to initiation of ART, ideally at the time of HIV
diagnosis; otherwise before initiation of ART.
If ART needs to be initiated before genotypic testing results are available, it is recommended to include a ritonavir-boosted PI in the first-line regimen.
Before starting treatment, the HIV-VL level and CD4 count should be repeated to obtain a baseline
to assess subsequent response.
In the next table, R use of ART is recommended, and C use of ART should be considered and actively discussed with the HIV-positive person; under these circumstances, some experts would recommend starting ART whereas others would consider deferral of ART; this clinical equipoise reflects
that whereas certain data, such as hypotheses on pathophysiology and chronic immune activation,
supports starting ART, this needs to be balanced against the risk of known or undiscovered adverse
drug reactions from use of ART, and hence the risk/benefit ratio for use of ART under these circumHAART, HIV correlated pathologies and other infections ~ 2012
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stances has not yet been well defined.

Recommendations for Initiation of ART in HIV-positive Persons without Prior ART Exposure:
Italian Guidelines
In recent Italian Guidelines, there are two tables on this issue: one for acute infection, and the other for HIV
chronic disease.

Tabella: Paziente con infezione acuta o recente
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Tabella: Paziente con infezione cronica
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Initial Combination Regimen for ART-naive Adult HIV-positive Persons: EACS Guidelines
These are recommended regimens and alternative regimen components in new EACS guidelines:

Specific notes on any single antiretroviral are posted:
- EFV: not recommended to be initiated in pregnant women or women with no reliable and consistent contraception; continuation is possible if EFV is already started before pregnancy; not active against HIV-2 and
HIV-1 group O strains
- RPV: only if HIV-VL < 100,000 copies/mL; PPI contraindicated, H2 antagonists to be taken 12h before or
4h after RPV
- NVP: Use with extreme caution in women with CD4 counts > 250 cells/ μL and men with CD4 counts > 400
cells/ μL and only if benefits outweigh the risk; not active against HIV-2 and HIV-1 group O strains
- Castle study (LPV/r vs. ATV/r) showed better tolerability of ATV/r
Coadministration with PPI is contraindicated for treatment-experienced persons.
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If coadministration is judged unavoidable, close clinical monitoring is recommended and doses of PPI comparable to
omeprazole 20 mg should not be exceeded and must be taken approximately 12 hours prior to the ATV/r.
-

Artemis study (LPV/r vs. DRV/r) showed better efficacy and tolerability of DRV/r

-

ACTG 5142 study showed lower virological efficacy of LPV/r vs. EFV

No PI mutations emerged with LPV/r plus 2 NRTI failures.
PI mutations were seen with LPV/r + EFV failures.
LPV to be used in cases where oral absorption is the only alternative, especially in intensive care.
-

MVC is unlicensed in Europe for naive persons

-

ABC contra-indicated if HLA B*5701 positive

Even if HLA B*5701 negative, counselling on HSR risk still mandatory.
ABC should be used with caution in persons with a high CVD risk and/or persons with a VL > than 100,000
copies/mL.
-

ddI/3TC or ddI/FTC only if unavailability or intolerance to other recommended NRTIs

-

EVG + COBI should not be initiated in persons with eGFR < 70 mL/min

It is recommended that EVG/COBI/TDF/FTC not be initiated in persons with eGFR < 90 mL/min unless this
is the preferred treatment.
Initial Combination Regimen for ART-naive Adult HIV-positive Persons: Italian Guidelines
The relative tables in Italian Guidelines don’t consider each single drug, but are planned for regimen:

Tabella: Regimi raccomandati per l’inizio della cART
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Tabella: Regimi opzionali per l’inizio della cART

DHHS Recommendation on Integrase Inhibitor Use in Antiretroviral Treatment-Naïve HIV Infected Individuals
In the February 12 version of DHHS Guidelines for the Use of Antiretroviral Agents in HIV-1-Infected Adults
and Adolescents, the Panel recommendations on initial combination regimens for the antiretroviral therapy
(ART)-naive, HIV-infected patient include raltegravir (RAL) plus tenofovir disoproxil fumarate/emtricitabine
(TDF/FTC) as the preferred integrase strand transfer inhibitor (INSTI)-based regimen, and elvitegravir (EVG)/
cobicistat (cobi)/TDF/FTC as an alternative regimen for patients with estimated creatinine clearance (CrCl) ≥70
mL/min.
Since the release of the Guidelines, a new INSTI, dolutegravir (DTG), was approved for use in ART-naive and
ART-experienced patients.
Additionally, long-term follow-up data (up to 144 weeks) from randomized clinical trials have demonstrated the
durable safety and efficacy of EVG/cobi/TDF/FTC.
On the basis of these new findings, the Panel now recommends the following 4 INSTI-based regimens as preferred regimens for ART-naive patients (arranged in order of drug approval):
•

Raltegravir 400 mg twice daily plus tenofovir 300 mg/emtricitabine 200 mg once daily (AI)

•

Elvitegravir 150 mg/cobicistat 150 mg/tenofovir 300 mg/emtricitabine 200 mg once daily in patients with
estimated CrCl ≥70 mL/min (AI)

•

Dolutegravir 50 mg once daily plus abacavir 600 mg/lamivudine 300 mg once daily in patients who are HLA
B*5701 negative (AI)

•

Dolutegravir 50 mg once daily plus tenofovir 300 mg/emtricitabine 200 mg once daily (AI)

In summary, all three approved INSTIs have been shown in randomized clinical trials to be non-inferior to other
preferred ART regimens for treatment-naive patients
Each INSTI-based regimen has distinctive characteristics
•

Raltegravir remains a preferred INSTI because it has the longest clinical trial and post-marketing experience
and has been shown to have durable potency. However, it requires twice daily dosing
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Elvitegravir is available as a fixed-dose combination product that is taken as a single-tablet, once-daily regimen

It must be given with food.
The fixed-dose combination product includes cobi, which is a potent CYP3A4 inhibitor that may result in drugdrug interaction with other concomitant medications.
Additionally, the fixed-dose combination product is only approved for patients with estimated creatinine clearance
of ≥70 mL/min.
•

Dolutegravir is the most recently approved INSTI. It can be given once daily with or without food

In randomized trials, DTG was non-inferior to RAL and was superior to both DRV/r and EFV (because of fewer
drug discontinuations in those who received DTG).
However, DTG has the shortest duration of follow-up and limited post-marketing experience to date.
Switch Strategies for Virologically Suppressed Persons: EACS Guidelines
In EACS Guidelines, the definition of virologically suppressed is: a confirmed HIV-VL< 50 copies/mL
Three major indications for switch are: toxicity, prevention of long-term toxicity, and simplification.
1) Switch for toxicity:
-

Documented toxicity

-

Management of potential drug interactions

-

Side effects

-

Planned pregnancy

2) Switch for prevention of long-term toxicity:
- Prevention of long-term toxicity (pre-emptive switch)
- Ageing and/or co-morbidity with a possible negative impact of drug(s) in current regimen, e.g. on CVS risk,
metabolic parameters
3) Switch for simplification:
-

Wish to simplify regimen

-

Actual regimen no longer recommended

Seven principal issues for switch are:
1) A PI/r may be switched for simplification, prevention or improvement of metabolic abnormalities or adherence facilitation to unboosted ATV, an NNRTI or RAL only if full activity of the 2 NRTIs remaining in the
regimen can be guaranteed
2) Simplification of a complex multidrug regimen in antiretroviral-experienced persons with 1) substitution of
drugs difficult to administer (ENF) and/or with poor activity (NRTI in case of multiple NRTI resistance) and/
or poor tolerability and 2) addition of new well-tolerable, simpler and active agent(s)
3) Bid to qd NRTI switch for simplification, prevention of long-term toxicity
4) Intra-class switch if drug-specific related adverse event
5) PI/r to NNRTI switch for simplification, prevention or improvement of metabolic abnormalities and adherence facilitation
NVP and RPV have the advantage of their metabolic profile.
EFV and RPV have the advantage of possible FDC of 3 drugs (Atripla, Eviplera).
6) Review the complete ARV history and available resistance test results
7) Avoid switching to a drug with a low genetic barrier in the presence of a backbone compromised by the pos-
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sibility of archived class resistance
Three strategies not recommended are:
1) Intermittent therapy, sequential or prolonged treatment interruptions
2) 2-drug combination, i.e. 1 NRTI + 1 NNRTI or 1 NRTI + 1 PI without RTV or 1 NRTI + RAL, or 2
NRTIs
3) Triple NRTI combinations
PI/r monotherapy with qd DRV/r or bd LPV/r might represent an option in persons with intolerance to NRTIs
or for treatment simplification or in illicit drug users with documented frequent interruption of cART.
Such a strategy only applies to persons without history of failure on prior PI-based therapy and who have had
HIV-VL < 50 copies/mL in at least the past 6 months and who do not have chronic HBV.
Switch Strategies for Virologically Suppressed Persons: Italian Guidelines
In Italian Guidelines, there are two tables on this specific issue: one for dual-therapy and one for mono-therapy:

Tabella: Sintesi dei razionali/vantaggi/svantaggi della ottimizzazione verso duplici terapie
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Tabella: Sintesi dei razionali/vantaggi/svantaggi della ottimizzazione verso monoterapia

Virological Failure: EACS Guidelines
In EACS Guidelines, virological failure is defined as: a confirmed HIV-VL > 50 copies/mL 6 months after starting therapy (initiation or modification) in persons that remain on ART.
Seven General Measures are:
-

Review expected potency of the regimen

-

Evaluate adherence, compliance, tolerability, drug-drug interactions, drug-food interactions, psychosocial issues

-

Perform resistance testing on failing therapy (usually routinely available for HIV-VL levels > 350-500 copies/
mL and in specialised laboratories for lower levels of viraemia) and obtain historical resistance testing for archived mutations

-

Tropism testing

-

Consider TDM

-

Review antiretroviral history

-

Identify treatment options, active and potentially active drugs/combinations
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Management of virological failure (VF)
If HIV-VL > 50 and < 500-1000 copies/mL, check for adherence, check HIV-VL 1 to 2 months later and,
if genotype not possible, consider changing regimen based on past treatment and resistance history.
If HIV-VL confirmed > 500/1000 copies/mL, change regimen as soon as possible, and what to change will
depend on the resistance testing results:
- No resistance mutations found: re-check for adherence, perform TDM
- Resistance mutations found: switch to a suppressive regimen based on drug history; multidisciplinary
expert discussion advised
The goal of new regimen is: HIV-VL < 400 copies/mL after 3 months, HIV-VL < 50 copies/mL after 6
months.
In case of demonstrated resistance mutations
Use at least 2 and preferably 3 active drugs in the new regimen (including active drugs from previously used
classes)
Any regimen should use at least 1 fully active PI/r (e.g. DRV/r) plus 1 drug from a class not used previously
e.g. fusion, integrase or CCR5 antagonist (if tropism test shows R5 virus only), or 1 NNRTI (e.g. ETV),
assessed by genotypic testing
Defer change if < 2 active drugs available, based on resistance data, except in persons with low CD4 count
(< 100 cells/μL) or with high risk of clinical deterioration for whom the goal is the preservation of immune
function through partial reduction of HIV-VL (> 1*log10 reduction) by recycling
If limited options, consider experimental and new drugs, favouring clinical trials (but avoid functional
monotherapy)
Treatment interruption is not recommended
Consider continuation of 3TC or FTC in particular situations even if documented resistance mutation
(M184V/I)
If many options are available, criteria of preferred choice include: simplicity of the regimen, toxicity risks
evaluation, drug-drug interactions, future salvage therapy
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Virological Failure: Italian Guidelines
These are definition and management of virological failure in Italian Guidelines:
Tabella: Definizione di fallimento terapeutico e relative azioni

Tabella: Modifica del regime antiretrovirale in atto in relazione ai valori di viremia plasmatica e al risultato del genotipo
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Tabella: Impostazione del nuovo regime antiretrovirale in pazienti in fallimento virologico
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