Virological Efficacy in Cerebrospinal Fluid and
Neurocognitive Status in Patients with Long-Term
Monotherapy Based on Lopinavir/Ritonavir: An
Exploratory Study
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Abstract
Background: Data on suppression of HIV replication in the CNS and on the subsequent risk of neurocognitive impairment
using monotherapy with boosted protease inhibitors are limited.
Methods: Ours was an exploratory cross-sectional study in patients on lopinavir/ritonavir-based monotherapy (LPV/r-MT) or
standard triple therapy (LPV/r-ART) for at least 96 weeks who maintained a plasma viral load ,50 copies/mL. HIV-1 RNA in
CSF was determined by HIV-1 SuperLow assay (lower limit of detection, 1 copy/mL). Neurocognitive functioning was
assessed using a recommended battery of neuropsychological tests covering 7 areas. Neurocognitive impairment (NCI) was
determined and also a global deficit score (GDS) for study comparisons.
Results: Seventeen patients on LPV/r-MT and 17 on LPV/r-ART were included. Fourteen (82.4%) patients on LPV/r-MT and 16
(94.1%) on LPV/r-ART had HIV-1 RNA ,1 copy/mL in CSF (p = 0.601). NCI was observed in 7 patients on LPV/r-MT and in 10
on LPV/r-ART (41% vs 59%; p = 0.494). Mean (SD) GDS was 0.22 (0.20) in patients on LPV/r-MT and 0.47 (0.34) in those on
LPV/r-ART (p = 0.012).
Conclusions: Suppression of HIV in CSF is similar in individuals with durable plasma HIV-1 RNA suppression who are
receiving LPV/r-MT or LPV/r-ART for at least 96 weeks. Findings for HIV-1 replication in CSF and neurocognitive status
indicate that this strategy seems to be safe for CNS functioning.
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variable in data comparisons. Confounding factors included selfreported past or current disease involving the CNS, diagnosis of a
psychiatric disorder, psychopharmacologic treatment, or active/
past drug use.
The primary endpoint was the percentage of patients with
complete virological suppression in CSF after 96 weeks on LPV/rMT. Secondary endpoints were the percentage of patients with
neurocognitive impairment, differences in neurocognitive status in
terms of the global deficit score (GDS), and the assessment of LPV
trough concentrations in CSF and plasma.
The study was approved by the ethics committee of Hospital
Germans Trias i Pujol (NCT 01116817), Badalona, Spain and
performed according to the stipulations of the Declaration of
Helsinki (Seoul, 2008). All patients gave their written informed
consent before enrollment.

Introduction
Standard-of-care antiretroviral therapy (ART) is based on a
combination of at least 3 antiretroviral drugs including 2
nucleos(t)ide reverse transcriptase inhibitors (NRTIs) plus 1 nonnucleoside reverse transcriptase inhibitor (NNRTI), 1 boostedprotease inhibitor (PI), or 1 integrase inhibitor [1–3]. However,
NRTIs can cause kidney and bone toxicity and mitochondrial
dysfunction, which may in turn be associated with side effects [4–
6]. It is thus advisable to investigate therapeutic strategies that
avoid prolonged exposure to NRTIs and their side effects.
Monotherapy with boosted PIs is particularly attractive as an
NRTI-sparing strategy. Guidelines consider this approach in cases
of NRTI-related toxicity or intolerance [1,2,7]. In addition, PI
monotherapy could improve adherence, decrease costs, and
preserve future treatment options [8–10]. According to data
obtained from clinical trials and routine clinical practice,
simplification to lopinavir/ritonavir (LPV/r) monotherapy in
well-suppressed HIV-1-infected patients seems to be as effective
as triple ART for maintaining virological suppression when
resuppression of HIV-1 RNA by reintroducing NRTIs is not
considered failure [11–13].
Nonetheless, consequences of PI monotherapy on the HIV-1
compartments have not been well studied. One of the concerns
with monotherapy is whether it can maintain control of viral
replication in different compartments, particularly in cerebrospinal
fluid (CSF), where it has been associated with a higher risk of
neurocognitive impairment by some authors [14]. Although LPV/
r has relatively high CSF penetration compared with other
antiretroviral drugs [15,16], its Central Nervous System Penetration-Effectiveness (CPE) score remains lower than that of standard
triple ART [15]. Moreover, additional data suggest that LPV/r
monotherapy in CSF may be inadequate to maintain suppression
of viral replication in that compartment [17]. Consequently, the
virological efficacy of LPV/r monotherapy in CSF and its possible
consequences have been questioned.
The objective of this study was to explore the long-term
virological efficacy of LPV/r monotherapy in CSF and neurocognitive function in patients with HIV-1 infection and sustained
suppression of plasma viral load.

Study Procedures
We recorded demographic and clinical variables including age,
gender, ethnicity, nadir CD4+ T-cell count, current CD4+ T-cell
count, CDC stage, hepatitis C virus co-infection, zenith of HIV-1
viral load, time since diagnosis of HIV infection, time with
virological suppression (HIV-1 RNA ,50 copies/mL), time on
antiretroviral treatment, time on LPV/r-MT or LPV/r-ART,
history of opportunistic infections and other comorbidities, and
concomitant medication. Patients recorded the time they had
taken the last LPV/r dose on the day before the visit.
Paired CSF-plasma samples were obtained from each participant on the day of the study visit, and time of sampling was
recorded. Plasma HIV-1 RNA, CD4+ T-cell count, and routine
hematology and biochemistry tests were performed at the local
laboratory.
The method used for ultrasensitive measurement of HIV-1
RNA in CSF was the HIV-1 SuperLow assay. This method is
based on a proprietary protocol and algorithm (bioMONTRH)
[18], which is used in conjunction with a CE-marked commercial
HIV-1 RNA EasyQ reagent kit (bioMérieux, Inc, Lyon, France).
A specimen of 1–2 mL of human CSF was added to lysis buffer
containing guanidine thiocyanate. HIV-1 RNA was extracted
using a propriety protocol (bioMONTRH) [18] in combination
with the EasyMAG platform (bioMérieux, Inc). Eluates containing
HIV-1 RNA was aliquoted into 0.5-mL reaction tubes and
amplified using 3 enzymes: T7 RNA polymerase, avian myeloblastosis virus reverse transcriptase, and RNase H. Primer.
Molecular beacons targeting the pol/gag region of HIV-1 RNA
were utilized for amplification and detection by isothermal
reactions at 41uC. HIV-1 viral load was quantified using a
proprietary reduction algorithm (bioMONTRH) [18] in conjunction with the NucliSENS EasyQH HIV-1 v2.0 Director software.
The dynamic range of the assay was 1–5,000,000 copies/mL.
Assay sensitivity was adjusted for the volume of CSF available
from each patient.
LPV concentrations in CSF were quantified using a validated
protein precipitation method coupled with reverse-phase liquid
chromatography-tandem mass spectrometry. CSF samples
(100 mL) were extracted via protein precipitation (acetonitrile:
0.1% formic acid [50:50] 200 mL) with the addition of an internal
standard (Quinoxaline [QX] 1 mg/mL; 20 mL). LPV and QX
were resolved on a reverse-phase Ascentis C18 column (3 mm:
100 mm62.1 mm) using a step-wise gradient mobile phase. LPV
was quantified using a triple-quadrupole mass spectrometer (TSQ
Access Max, Thermo Scientific, UK). A 9-point linear CSF
calibration curve (range, 1.02–78.38 ng/mL) was validated using
artificial CSF (Harvard Apparatus, UK) with the addition of
human serum albumin (0.2 g/L) (Sigma, UK). Accuracy ranged

Methods
Study Design and Patients
We performed an exploratory, comparative, cross-sectional
study of patients with HIV-1 infection and stable antiretroviral
treatment with either LPV/r in monotherapy (LPV/r-MT) or
LPV/r plus 2 NRTIs (LPV/r-ART) for at least 96 weeks, while
maintaining a plasma viral load ,50 copies/mL to assess a
complete virological suppression in CSF (CSF viral load ,1 copy/
mL).
This study was conducted by the Lluita contra la Sida
Foundation, Barcelona, Spain between August 2010 and June
2011. From a prospectively compiled database (electronic medical
files), we identified all consecutive patients who were receiving
stable treatment with LPV/r at doses of 400/100 mg twice daily
(KaletraH, Abbott Laboratories, Abbott Park, Illinois, USA) in
monotherapy or in combination with two NRTIs. The exclusion
criteria were adherence ,90%, temporary discontinuation of
LPV/r for any reason, or medical contraindications for lumbar
puncture during the current regimen. Patients with potential
confounding comorbidities for the existence of neurocognitive
impairment were included, not only to obtain a representative
clinical sample of patients with HIV, but also to consider this
PLOS ONE | www.plosone.org
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from 101.2–104% and imprecision was ,8%. The recovery rate
was high and reproducible.
Blood samples for determination of LPV concentrations in
plasma were collected in potassium EDTA tubes. Plasma was
isolated by centrifugation (15006g, 15 minutes) and stored at –
20uC until analysis. LPV concentrations were determined using
high-performance liquid chromatography with a photo diode
array detector (HPLC-PDA 2996; Waters Corporation, Barcelona, Spain) according to a validated method, which involved
liquid-liquid extraction with tert-butyl methyl ether. The mobile
phase consisted of gradient elution with phosphate bufferacetonitrile. The method was linear over the range of 0.05–
20 mg/L. Intra- and interday coefficients of variation were less
than 10%. The assay was externally validated using the
International Interlaboratory Quality Control Program for Therapeutic Drug Monitoring in HIV Infection (KKGT, Nijmegen,
the Netherlands) [19].

was used to describe non-normally distributed variables, which
were compared using the Mann–Whitney test. Percentages were
compared using the x2 square test. Because this was an
observational and cross-sectional investigation, the possibility of
a lack of equivalence between groups was considered, and
neuropsychological measures were adjusted using linear and
logistic regressions when demographic or clinical variables were
not balanced. All comparisons and statistical analyses were
performed using SPSS version 15.0 (Chicago, Illinois, USA).
Differences were considered statistically significant at p,0.05.

Results
Study Sample Characteristics
Thirty-seven patients agreed to participate in the study. Of
these, 3 were excluded because they did not fulfill the inclusion
criteria. Therefore, the final sample comprised 34 patients (17 on
LPV/r-MT and 17 on LPV/r-ART): 29 (85.3%) were male, and
the median (IQR) age was 47.3 (41.4–50.0) years. Overall, the
median time on antiretroviral treatment was 8.1 (5.5–17.2) years
and the median time on LVP/r-based treatment and with HIV-1
RNA ,50 copies/mL was 3.8 (2.5–4.7) and 5.3 (3.5–7.4) years,
respectively. The median number of previous antiretroviral
regimens for patients receiving LPV/r-MT and patients receiving
LPV/r-ART was 6 (2–10) and 2 (1–4), respectively (p = 0.018).
Median time with virological suppression was 6.9 (5.5–8.9) years
and 3.4 (2.3–5.1) years (p,0.001). The remaining demographic
and clinical variables were similar for both groups (Table 1).
Three patients presented adverse events related to study
procedures. Two patients experienced mild headache after lumbar
puncture, and 1 patient had pain at the lumbar site during the 7
days after lumbar puncture.

Neurocognitive Assessment
Neurocognitive status was assessed using a comprehensive
neuropsychological battery of 15 tests that covered 7 areas
recommended for evaluation in HIV infection [20,21]. The tests
included and the areas assessed were as follows: the LetterNumber Sequencing and Digit Span Tests of the Wechsler Adult
Intelligence Scale-III (WAIS-III) [22] for attention/working
memory; Part A of the Trail Making Test (TMT) [23] and the
Symbol Digit Modalities Test (SDMT) [24] for information
processing speed; the California Verbal Learning Test (CVLT)
[25] for verbal memory and learning; Part B of the TMT [23], the
Stroop Test [26], the Wisconsin Card Sorting Test (WCST) [27],
and the Tower of London (TOL) test [28] for executive function;
the Controlled Oral Word Association Test (COWAT) [29] and
the Animals Test [30] for verbal fluency; and the Grooved
Pegboard Test [31] for motor function. Premorbid intelligence was
also assessed using the Vocabulary Test of the WAIS-III [22]. The
Frascati criteria proposed by Antinori et al [20]. were used to
classify subjects in both groups according to the presence of HIVassociated neurocognitive disorders (HAND). This classification
took into account the presence of asymptomatic neurocognitive
impairment (ANI), mild neurocognitive disorder (MND), and
HIV-associated dementia (HAD) and was applied to describe the
characteristics of the sample in terms of the specific HAND
presented. Standardized T scores were used for comparison of
neurocognitive outcomes and calculated by a converting process
based on adjusting the raw scores according to normative data.
This adjustment covered principally age, gender, and education
level, according to available published data [25,28–30,32–36].
Categorically, neurocognitive impairment was defined as performing at least 1 standard deviation below the normative mean
on at least 2 areas according to the T scores. Quantitative
comparisons between groups were made using the GDS, which is
a validated sensitive method to study differences in neurocognitive
status [37]. Emotional status was assessed based on symptoms of
depression and anxiety. The Beck Depression Inventory (BDI) was
used to evaluate depressive symptoms, and the State-Trait Anxiety
Inventory was used to evaluate anxiety symptoms [38,39].

Virological Outcomes
Fourteen (82.4%) patients on LPV/r-MT and 16 (94.1%) on
LPV/r-ART had HIV-1 RNA ,1 copy/mL in CSF (p = 0.601).
Among patients who had a CSF HIV-1 RNA $1 copy/mL, 3
patients on LPV/r-MT had determinations of 1, 75, and 120
copies/mL, respectively, and the patient on LPV/r-ART (LPV/r
plus abacavir/lamivudine co-formulation) had an HIV-1 RNA of
2 copies/mL.

Neurocognitive Outcomes
Neurocognitive impairment was observed in 7 patients on
LPV/r-MT and 10 patients on LPV/r-ART (41% vs 59%;
p = 0.494). When patients with potential confounding comorbidities for neurocognitive impairment were excluded, the results
were similar: 6/13 (46%) patients receiving LPV/r-MT and 8/13
(61%) patients receiving LPV/r-ART had neurocognitive impairment (p = 0.43) (see Figure 1). According to the HAND
classification [20], all patients with neurocognitive impairment in
the LPV/r-MT group had an ANI; in the LPV/r-ART group, 4
(50%) individuals had an ANI and 4 (50%) an MND.
Significant differences were observed between groups in
neurocognitive functioning. The median (IQR) GDS was 0.2
(0.07–0.36) in the LPV/r-MT group and 0.47 (0.27–0.67) in the
LPV/r-ART group (p = 0.012). When patients with potential
comorbidities were not included in the analysis, differences were
mostly similar: median (IQR) GDS was 0.27 (0.03–0.43) in the
LPV/r-MT group and 0.47 (0.27–0.73) in the LPV/r-ART group
(p = 0.022). Adjusted analyses with linear and logistic regressions
confirmed that years of education, CDC stage, HCV co-infection,
time since diagnosis of HIV, prior antiretroviral regimens and time

Statistical Analysis
Patients receiving either LPV/r-MT or LPV/r-ART were
matched according to the following characteristics: age, gender,
CD4+ T-cell count at enrollment, nadir CD4+ T-cell count, and
time on LPV/r-based treatment. Variables with a normal
distribution were described as mean (standard deviation [SD])
and compared using the t test. Median (interquartile range [IQR])
PLOS ONE | www.plosone.org
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Table 1. Demographic and clinical characteristicsa.

LPV/r-MT

LPV/r-ART

P value

Age (years)

45.2 (38.9–48.7)

47.3 (42.9–50.1)

0.547

Male

15 (88.2)

14 (82.4)

0.628

MSM

10 (58.8)

7 (41.2)

0.294

Years of education

12 (9–17)

9 (8–12)

0.060

Employed

13 (76)

13 (76)

1.000

CDC stage C

2 (11.8)

3 (17.6)

0.064

HCV co-infection

9 (52.9)

3 (17.6)

0.071

CD4+ T-cell nadir (cells/mm3)

186 (118–294)

169 (61–293)

0.744

Prior ARV regimens

6 (2–10)

2 (1–4)

0.018

Prior NNRTIs

1 (0–2)

0 (0–1)

0.085

Prior PIs

2 (1–3)

1 (1–2.5)

0.401

Prior NRTIs

5 (3–6)

3 (2–5)

0.164

Time since diagnosis of HIV (years)

17.1 (8.3–20.4)

8.7 (5.0–18.1)

0.076

Time on treatment (years)

10.6 (6.1–17.9)

7.3 (3.2–14.8)

0.088

Time with virological suppression (years)

6.9 (5.5–8.9)

3.4 (2.3–5.1)

,0.001

Time on LPV/r-based treatment (years)

3.8 (2.7–4.8)

3.7 (2.4–4.7)

0.524

TDF+FTC

–

14 (82)

–

ABC +3TC

–

2 (12)

–

AZT+ddI

–

1 (6)

–

Zenith VL (log)

4.8 (3.8–5.5)

4.9 (4.5–5.4)

0.564

CD4+ T-cell count (cells/mm3)

736 (579–856)

570 (419–818)

0.085

Premorbid intelligence (WAIS-III Vocabulary Test)b

56 (50–62)

51 (44–56)

0.192

Depression (BDI)b

55 (45–61)

57 (51–60)

0.572

Anxiety (STAI)b

56 (45–62)

55 (49–61)

0.802

Patients with confounding comorbiditiesc

4 (23)

4 (23)

1.000

Current NRTI backbone

a

Values are expressed as No. (%) or median (interquartile range).
Standardized T scores based on normative data.
Previous or current disease involving the CNS, psychiatric disorder, psychopharmacologic treatment, and drug use.
Abbreviations: MSM, men who have sex with men; CDC, Centers for Disease Control and Prevention; ARV, antiretroviral; PIs, protease inhibitors; NRTIs, nucleoside
reverse transcriptase inhibitors; NNRTIs, nonnucleoside reverse transcriptase inhibitors; LPV/r, lopinavir/ritonavir; LPV/r-MT, lopinavir/ritonavir monotherapy; LPV/r-ART,
lopinavir/ritonavir triple-therapy; TDF, tenofovir; FTC, emtricitabine; ABC, abacavir, 3TC, lamivudine; AZT, zidovudine; ddI, didanosine; VL, viral load; WAIS-III, Wechsler
Adult Intelligence Scale-III; Beck Depression Inventory; STAI, State-Trait Anxiety Inventory.
doi:10.1371/journal.pone.0070201.t001

b
c

Figure 1. Percentages of patients with neurocognitive impairment. Abbreviations: LPV/r-MT, lopinavir/ritonavir monotherapy; LPV/r-ART,
LPV/r triple-therapy; NCI, neurocognitive impairment. Comorbidities: depression or anxiety, drug use, psychiatric diagnosis, psychopharmacologic
treatment.
doi:10.1371/journal.pone.0070201.g001
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with virological suppression were not associated with changes in
neurocognitive impairment and GDS.

part explained by the limited sample size and the fact that only
patients virologically suppressed for at least 96 weeks were
selected. These findings, however, are consistent with those of
Marra et al. [45], who observed poorer neurocognitive performance in patients with higher CPE scores than those receiving
regimens with lower CPE scores, thus raising the issue of potential
neurologic toxicity of antiretroviral therapy. In addition, Bunupuradah et al [46]. recently reported similar findings for patients
who started LPV/r monotherapy after non–NRTI-based ART
had failed. Finally, our results are also concordant with long-term
follow-up data from a clinical trial that showed the absence of
neurological adverse events [47], thus suggesting that monotherapy with a boosted PI alone is not a determining factor for the
development of neurocognitive impairment.
Our study is subject to a series of limitations. First, the sample
was small, and the exploratory cross-sectional design could lead to
bias or unmeasured confounding factors. Second, selection bias is
implicit with the inclusion of only those patients who had
treatment for at least 96 weeks with maintained HIV virological
suppression. Therefore, we were not able to evaluate those patients
who could have developed neurocognitive impairment before the
study was performed. In addition, as mentioned above, selection
bias could also have affected the quantitative difference observed
in neurocognitive functioning between groups. Third, despite the
fact that patients were matched for the main demographic and
immunological characteristics, differences were observed. Patients
on LPV/r monotherapy had previously used significantly more
antiretroviral regimens and had more time with virological
suppression, although both groups had similar time on antiretroviral treatments, partly because patients on LPV/r-MT had
initiated monotherapy due to poor tolerance, toxicity, and
simplification. Adjusted analyses, however, confirmed that there
were no association between these variables and neurocognitive
performance. In addition, patients on LPV/r-MT showed a nonsignificant trend to higher CD4+ T-cell count and more years of
education at inclusion, which also suggests that monotherapy with
LPV/r was used in more selected patients. Despite these
limitations, ours is the first study to explore long-term virological
efficacy in CSF and neurocognitive safety of LPV/r-MT as an
NRTI-sparing strategy in patients with HIV-1 infection and
sustained plasma virological suppression. Cohort and clinical trials
with specific neurocognitive endpoints are ongoing, although
results are not anticipated in the short or medium term [48,49].
Results of these studies should be important to confirm our results
and to evaluate prospectively the possible consequences of this
strategy on the neurocognitive performance.
In conclusion, the results of sensitive CSF examination and
neurocognitive performance suggest that suppression of HIV-1
RNA is similar in patients with HIV-1 RNA suppression receiving
monotherapy with LPV/r and patients receiving LPV/r-based
ART for at least 96 weeks. However, our findings should be
confirmed in prospective randomized trials.

Lopinavir Concentrations in CSF and Plasma
Median (IQR) time since the last dose was 12.8 (9.8–14.7)
hours. Median plasma and CSF LPV concentrations were 5083
(4100–8562) ng/mL and 22.3 (10.7–31.4) ng/mL, respectively.
Two plasma LPV samples and one CSF sample were below the
lower limit of quantification (,0.05 mg/L and ,1.02 ng/mL,
respectively), suggesting poor recent adherence. Overall, LPV
concentrations in plasma and CSF were well correlated
(rho = 0.723, p,0.001). The median (IQR) ratio of CSF to
plasma concentration was 0.46% (0.34%–0.75%). LPV concentrations in CSF exceeded the 50% inhibitory concentration (IC50)
for wild-type HIV-1 (0.69 ng/mL; no adjustment for protein
binding) [40] by a median (IQR) of 32.2–fold (15.5–45.6). A LPV
concentration in CSF below 0.69 ng/mL was recorded in only 1
patient who had detectable HIV-1 RNA in CSF.

Discussion
In patients taking stable antiretroviral treatment with LPV/rART or LPV/r-MT and with maintained plasma HIV-RNA ,50
copies/mL for at least 96 weeks, the percentage of patients with
complete virological suppression in CSF was similar in both
groups. In addition, the proportion of patients with neurocognitive
impairment was also similar between the groups. Therefore, our
data suggest that HIV replication in CSF is suppressed with similar
efficacy with LPV/r MT and LPV/r ART in individuals with
long-term suppression (96 weeks) of plasma HIV-1 RNA.
Although up to 99% of LPV binds to proteins in plasma, LPV
concentrations in CSF exceed the median inhibitory concentration
for wild-type HIV-1 after boosting with ritonavir at standard doses
[41,42]. This explains the high CPE rank assigned to LPV/r in
comparison with other antiretroviral drugs and the capacity of this
combination to suppress viral replication in CSF [16,42,43],
despite its CPE score remains lower than that of standard triple
ART [15]. All but 1 patient in our study had LPV concentrations
in CSF above the IC50 for wild-type strains of HIV. This finding,
together with the similar rates of complete CSF-virological
suppression in patients receiving long-term LPV/r-MT and
LPV/r-ART, support monotherapy LPV being able to maintain
virological suppression in CSF, even taking into account that most
of patients included in the group of LPV/r ART had TDF/FTC
as backbone.
CPE has been proposed as a clinical tool to evaluate the
penetration of antiretroviral drug combinations in the CSF of
patients with standard triple ART [43]. The CPE rank of LPV/r
monotherapy is lower than that of other triple therapy combination based on LPV/r, although it has been designed to compare
similar triple ART-based regimens and not validated with PI
monotherapy. Therefore, reasonable doubts have arisen about the
ability of LPV/r monotherapy to maintain virological suppression
in CSF. In addition, the results of the MOST study stated that
monotherapy with LPV/r might be insufficient to control
virological replication in CSF [17]. The conclusions, however,
were based on patients who had experienced virological failure in
plasma, with subsequent elevation of HIV-1 RNA in CSF and
development of neurological symptoms [44]. In our series, the
percentage of patients with complete virological suppression in
CSF and neurocognitive impairment was similar between groups.
Neurocognitive functioning in terms of GDS was even slightly
better in patients on LPV/r-MT than in patients on triple LPV/rART. The better GDS results in patients on LPV/r-MT may be in
PLOS ONE | www.plosone.org
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Pérez for advice on the statistical methods.
These data were presented in part at the 19th Conference on
Retroviruses and Opportunistic Infections (CROI), 5–8 March 2012,
Seattle, USA. Abstract E-117.
The authors had full access to the data, and the corresponding author
had the final responsibility for submitting the manuscript for publication.

5

July 2013 | Volume 8 | Issue 7 | e70201

Long-Term LPV/r Monotherapy and CNS

S JM-M JM. Contributed reagents/materials/analysis tools: IB AC PD.
Wrote the paper: JR-S JM-M JM AC PD JML DRM JC VW DB BC.

Author Contributions
Conceived and designed the experiments: JR-S JM-M JM. Performed the
experiments: JR-S JMM JM AP DRM JC VW DB. Analyzed the data: JR-

References
1. Thompson MA, Aberg JA, Cahn P, Montaner JS, Rizzardini G, et al. (2010)
Antiretroviral treatment of adult HIV infection: 2010 recommendations of the
International AIDS Society-USA panel. JAMA 304(3): 321–33.
2. EACS website. European AIDS Clinical Society (EACS). Guidelines. Clinical
management and treatment of HIV-infected adults in Europe. October 6th
2011, version 6.0. Available: http://www.europeanaidsclinicalsociety.org. Accesed 2012 Oct 12.
3. AIDSinfo website. Panel on Antiretroviral Guidelines for Adults and
Adolescents. Guidelines for the use of antiretroviral agents in HIV-1-infected
adults and adolescents. Department of Health and Human Services. 1–239.
Available: http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.
pdf. Accessed 2013 Jun 24.
4. Brinkman K, Hofstede H, Burger DM, Smeitink JA, Koopmans PP (1998)
Adverse effects of reverse transcriptase inhibitors: mitochondrial toxicity as
common pathway. AIDS 12: 1735–44.
5. Hall AM, Hendry BM, Nitsch D, Connolly JO (2011) Tenofovir-associated
kidney toxicity in HIV-infected patients: a review of the evidence. Am J Kidney
Dis 57(5): 773–80.
6. Woodward CL, Hall AM, Williams IG, Madge S, Copas A, et al. (2009)
Tenofovir-associated renal and bone toxicity. HIV Med 10(8): 482–7.
7. GESIDA website. Panel de expertos de Gesida y Plan Nacional sobre el Sida.
Documento de consenso de Gesida/Plan Nacional sobre el Sida respecto al
tratamiento antirretroviral en adultos infectados por el virus de la inmunodeficiencia humana (Updated January 2012). Available: http://www.gesida-seimc.
org. Accesed 2012 Oct 12.
8. Valantin MA, Flandre P, Kolta S, Duvivier C, Algarte Genin M, et al. (2010) Fat
Tissue Distribution Changes in HIV-infected Patients with Viral Suppression
Treated with Darunavir/ritonavir (DRV/r) monotherapy versus 2
NRTIs+DRV/r in the MONOI-ANRS 136 Randomized Trial: Results at 48
weeks. 17th Conference on Retroviruses and Opportunistic Infections CROI
2010, February 16–19, 2010, San Francisco, USA. Poster O-262.
9. Kolta S, Flandre P, Van PN, Cohen-Codar I, Valantin MA, et al. (2011) Fat
tissue distribution changes in HIV-infected patients treated with lopinavir/
ritonavir. Results of the MONARK trial. Curr HIV Res 9(1): 31–9.
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21. Muñoz-Moreno JA (2007) Neurocognitive and Motor Disorders in HIV
Infection. Assessment and Interventions. In: Valerie N Plishe, Editor. Research
Focus on Cognitive Disorders. Hauppauge, New York: Nova Science Publishers,
Inc.
22. Weschler D (1997) Administration and scoring manual. Wechsler Adult
Intelligence Scale – Third Edition (WAIS-III). San Antonio, TX: The
Psychological Corporation.

PLOS ONE | www.plosone.org

23. Reitan RM, Davidson LA (1974) Clinical Neuropsychology: Current Status and
Applications. New York, NY: John Wiley & Sons.
24. Smith A (1973) Symbol Digit Modalities Test. Los Angeles, CA: Western
Psychological Services.
25. Delis DC, Kramer JH, Kaplan E, Ober BA (2000) California Verbal Learning
Test. New York, NY: The Psychological Corporation.
26. Golden CJ (1978) Stroop Color and Word Test: A Manual for Clinical and
Experimental Uses. Wood Dale, IL: Stoetling Company.
27. Heaton RK, Chelune GJ, Talley JL, Kay GG, Curtis G (1993) Wisconsin Card
Sorting Test (WCST) Manual Revised and Expanded. Odessa, FL: Psychological Assessment Resources.
28. Culbertson WC, Zillmer EA (2001) Tower of London-Drexel University
(TOLDX). Toronto, Canada: Multi- Health Systems Inc.
29. Benton AL, Hamsher K, Sivan AB (1994) Multilingual Aphasia Examination.
Iowa City: AJA Associates.
30. Gladsjo JA, Schuman CC, Evans JD, Peavy GM, Miller SW, et al. (1999) Norms
for letter and category fluency: Demographic corrections for age, education, and
ethnicity. Assessment 6: 147–178.
31. Matthews CG, Klove H (1964) Instruction Manual for the Adult Neuropsychology Test Battery. Madison, WI: University of Wisconsin Medical School.
32. Wechsler D (1999) Escala de Inteligencia Wechsler para Adultos (WAIS-III) (3a
Ed.). Madrid: TEA Ediciones.
33. Smith A (2002) Test de Sı́mbolos y Dı́gitos (SDMT). Madrid: TEA Ediciones.
34. Reitan RM, Wolfson D (1985) Trail Making Test. The Halstead-Reitan
Neuropsychological Test Battery. Tucson, AZ: Neuropsychology Press.
35. Golden CH (2001) Stroop. Test de Colores y Palabras. Madrid: TEA Ediciones.
36. Reitan RM, Wolfson D (1985) Grooved Pegboard. The Halstead-Reitan
Extended Neuropsychological Test Battery. Tucson, AZ: Neuropsychology
Press.
37. Carey CL, Woods SP, Gonzalez R, Conover E, Marcotte TD, et al. (2004)
Predictive validity of global deficit scores in detecting neuropsychological
impairment in HIV infection. J Clin Exp Neuropsychol 26(3): 307–19.
38. Beck AT, Rush AJ, Shaw BF, Emery G (1979) Cognitive Therapy of Depression.
New York, NY: Guilford Press.
39. Spielberger CD, Gorsuch RL, Lushene RE (1970) Manual for the State-Trait
Anxiety Inventory. Palo Alto, CA: Consulting Psychologists Press.
40. Hickman D, Vasavanonda S, Nequist G, Colletti L, Kati WM, et al. (2004)
Estimation of serum-free 50-percent inhibitory concentrations for human
immunodeficiency virus protease inhibitors lopinavir and ritonavir. Antimicrob
Agents Chemother 48(8): 2911–7.
41. Capparelli EV, Holland D, Okamoto C, Graqq B, Durelle J, et al. (2005)
Lopinavir concentrations in cerebrospinal fluid exceed the 50% inhibitory
concentration for HIV. AIDS 19: 949–952.
42. Letendre SL, van den Brande G, Hermes A, Woods SP, Durelle J, et al. (2007)
Lopinavir with ritonavir reduces the HIV RNA level in cerebrospinal fluid. Clin
Infect Dis 45: 151 1–7.
43. Letendre S (2011) Central nervous system complications in HIV disease: HIVassociated neurocognitive disorder. Top Antivir Med 19(4): 137–142.
44. Paton N, Meynard JL, Pulido F, Arenas-Pinto A, Girard PM, et al. (2011)
Inappropriate claim of ‘failure of ritonavir-boosted lopinavir monotherapy in
HIV’ in the Monotherapy Switzerland/Thailand (MOST) trial. AIDS 25(3):
393–4.
45. Marra C, Zhao Y, Clifford D, Letendre S, Evans S, et al. (2009) Impact of
combination antiretroviral therapy on cerebrospinal fluid HIV RNA and
neurocognitive performance. AIDS 23: 1359–1366.
46. Bunupuradah T, Chetchotisakd P, Jirajariyavej S, Munsakul W, Jirajariyavet S,
et al. (2012) Neurocognitive Impairments in Patients Using Lopinavir/ritonavir
Monotherapy vs. Lopinavir/ritonavir-based HAART. 19th Conference on
Retroviruses and Opportunistic Infections. 5–8 March 2012, Seattle, USA.
Poster 479.
47. Pulido F, Delgado R, Arranz A, Rubio R, Pasquau J, et al. (2008) Three-year
Efficacy of Lopinavir/ritonavir Monotherapy in the OK04 Trial. 48th ICAAC.
25–28 October 2008, Washington DC, USA. Poster H-1240.
48. ClinicalTrials.gov website. Protease Inhibitor Monotherapy Versus Ongoing
Triple-therapy in the Long Term Management of HIV Infection (PIVOT).
Available: http://clinicaltrials.gov, identifier NCT01230580. Accesed 2012 Oct
12.
49. ClinicalTrials.gov website. A Clinical Trial Comparing the Efficacy of
Darunavir/Ritonavir Monotherapy Versus a Triple Combination Therapy
Containing Darunavir/Ritonavir and 2 Nucleoside/Nucleotide Reverse Transcriptase Inhibitors in Patients with Undetectable Plasma HIV-1 RNA on
Current Treatment (PROTEA). Available: http://clinicaltrials.gov, identifier
NCT01448707. Accesed 2012 Oct 12.

6

July 2013 | Volume 8 | Issue 7 | e70201

