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Systematic review of boosted Pl monotherapy

Therapy failure - as-treated

Studies Qdds ratio (95% CI)

Arribas et al., 2005 [20] 4 NA*

Singh et al., 2007 [21]

1.45 (0.383-5.51)

Nunes et al., 2006 [22] 5.42 (0.590-49.8)

Pulido et al., 2008 [23,24] 4 2.76 (0.949-8.05)

Cameron et al., 2006 [25] 4

5.99 (1.68-21.3)

Delfraissy ef al., 2008 [18] 3.57 (0.969-13.2)

Favours
monotherapy

_O_ Favours HAART 3.55 (2.00-6.32)

Owerall

il — —— ——— o — o . s s s el sl ] . s . o

QOdds ratio

Bierman WF. AIDS 2009, 22:1-13
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Initial Combination Regimen
for Antiretroviral-Naive patient

Select1 drug in ¢column A B REMARKS
A and 1 NRTI
combination in column
B
Recommended MNMNRTI TDF/FTC - TDF/FTC co-formulated
. EFV! ABC/AATCES-4 - ABCSTC co-formulated
NVPS - EFW/TDF/FTC co-
formulated

or ritonavir-boosted Pl

- ATYr: 300,100 myg qd
B
‘;‘g’;’s _ DRV/r: 800/100 mg gd
r? - LPVW/r:A400/100 myg bid or
LPV/r 800,200 my qd
SQVIT - SQV/r:1000/100 mg bid
Alternative SQVIT - ZDVATCE - SQW/r: 2000/100 mg qd
FPV/r - ddI/3TC or FTC? _ FPV/r:700/100 mg bid or
1400/200 mg QD
1 paL? - RAL : 400 my bid

- ZDV/ITC co-formulated

L 6 Castle study (LPVIr vs ATVIr) has shown better tolerability of ATVIr and Artemis study (LPVir vs
DRVIr) better efficacy and greater tolerability of DRVIr.

= jnfection in acdult patients. Studie only in combination with TDFIFTC in naive patients with limited

3 Raltegravir indicated in combination with other antiretrovirals for the treatment of HIV-1 EA(S
follow-up {48 weeks). L Clinical §
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Recommendations for Initiation of Therapy
In Naive HIV-Infected Patients

ASYMPTOMATIC - CD4 350-500

Previously :
Treatment may be offered if VL > 10° ¢/ml andfor CD4 decline >50-100/mm3/year or age

>55 or hepatitis C co-infection

Now : Treatment if VL>10° ¢/ml and/or CD4 decline >50-
100/mm?3/year or age >50 or, pregnancy, high cardiovascular risk, malignancy.

Treatment if hepatitis C co-infection, hepatitis B co-infection requiring
therapy, HIV-associated nephropathy or other specific organ deficiency.

ASYMPTOMATIC - CD4 > 500

Previously :
Treatment should be deferred, independently of Plasma HIV RNA; closer follow-up of CD4 if
VL > 10% ¢/ml

Now : Treatment , iIndependently of plasma HIV RNA;
closer follow-up of CD4 if VL = 105 ¢/ml.

Treatment if presence of 2 1 of the above co-morbid conditions (CD4
350-500).




START Study: Study Design

Early treatment pilot study, estimated
enrollment : 4000 patients

Enroliment
started in

sept 2009 Immediate
Data

l Treatment Hect] ¢
Treatment-naive coilection a
. Mos 1, 4, and
pts with every 4 mos
CD4+ cell count \ y
> 500 cellsfmm?

thereafter for
~ B yrs

Study endpoints: fatal AIDS or nonfatal serious AIDS events
(cardiovascular, liver, renal, and cancer), and non-AlDS-related EA(S
deaths e,



count,
cells/ul

HAART IN TB/HIV CO-INFECTION

When to start HAART

<100 As soon as practical

100-350 As soon as practical, but can wait until after completing
2 months TB treatment especially when there are
difficulties with drug interactions, adherence and
toxicities

>350 At physician discretion

EAGS

Ewropean AIDS Clinical Society




@ FOR VIROLOGICALLY SUPPRESSED
tTe

PATI
(confirmed plasma viral load < 50 ¢/ml)

Indication:

« Documented toxicity

« Side-effects

« Planned pregnhancy

« Wish to simplify regimen

« Actual regimen no longer recommended

« Prevention of long-term toxicity {pre-emptive switch)

« Aging and/or co-morbidity with a possible negative impact of
drug(s) in current regimen eg on CVS risk, metabolic parameters.

« Management of potential drug interactions
« Management of TB, HBV or HCV infection

e



« PI/rto NNRTI switch for simplification, prevention or improvement of

metabolic abnormalities, adherence facilitation. NVP has the advantage of

its metabolic profile. EFV has the advantage of possible FDC of 3 drugs
(Atripla®).

Switching from PI/r to NNRTI or raltegravir only possible if 1) no history of
lor virological failure; and 2) NRTI backbone fully active.

« PI/r or enfuvirtide to raltegravir switch for simplification, prevention or
improvement of metabolic abnormalities, adherence facilitation.

« Simplification of a complex multi-drug regimen in antiretroviral-experienced
patients with 1) substitution of drugs difficult to administer {(enfuvirtide)
and/or with poor activity (NRTI in case of multiple NRTI resistance) and/or
poor tolerability and 2) addition of hew well-tolerable, simpler and active

agent(s). | EA(S

Evropean A



Plfr monotherapy with bid LPV/r, or preferably qd DRV/r

Might represent an option in patients with intolerance to NRTI or

for treatment simplification.

Such strategy on

plies to patients without history o

on prior Pl-based therapy and who have had viral load < 50 ¢/

in at least the past 6 months.



IROLOGICAL FAILUR

IN CASE OF RESISTANCE MUTATIONS DEMONSTRATED

General recommendations :

Use 2 or preferably 3 active drugs in the new regimen (including active drugs from
previously used classes)

Any regimen should use at least™ fully active Pl/r (e.g. darunavir) plus 1 drug
from a class not used previously e.g. fusion, integrase or CCR inhibitdr (if tropism
test shows RS virus only), or { NNRTI (e.g. etravirine), assessed by genotypic

testing

Defer change if < 2 active drugs available, based on resistance data, except in
patients with low CD4 count (<100/mm3) or with high risk of clinical deterioration for
whom the goal is the preservation of immune function through partial reduction of
Plasma HIV RNA {> 1 log reduction) by recycling

If imited options, consider experimental and new mechanistic drugs, favouring
clinical trials (but avoid functional monotherapy)

Treatment interruption is not recommended EA(S



TREATMENT OF HIV PREGNANT WOMEN

Antiretroviral regimen in preghancy

PREVIOUSLY

Same as non pregnant,
Except avoid EFV

« ABC, NVP and TDF not to be initiated

but continuation is possible if started
before pregnancy

Among Plir, prefer LPV/r or SQVir

2DV should be part of
the regimen if possible

NOW

« Same as non pregnant,

+ Exceptavoid EFV

+ NVP not to be initiated but
continuation is possible if
started before pregnancy

« Apaong Plir, prefer LPV/r or SQVIr
or ATVIr

» RAL, DRVIr: few data available in
pregnant women

ZDV should be part of
e regimen if possible

~HAG



Prevention and Management of Non-
Infectious Co-Morbidities in HIV

Panel Members

Jens D Lundgren, Denmark, Chair
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