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Abstract

Objectives

Primary study outcome was absence of treatment failure (virological failure, VF, or treat-
ment interruption) per protocol at week 48.

Methods

Patients on 3-drug ART with stable HIV-1 RNA <50 copies/mL and CCR5-tropic virus were
randomized 1:1 to maraviroc with darunavir/ritonavir qd (study arm) or continue current ART
(continuation arm).
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Results

In June 2015, 115 patients were evaluable for the primary outcome (56 study, 59 continua-
tion arm). The study was discontinued due to excess of VF in the study arm (7 cases,
12.5%, vs 0 in the continuation arm, p = 0.005). The proportion free of treatment failure was
73.2% in the study and 59.3% in the continuation arm. Two participants in the study and 10
in the continuation arm discontinued therapy due to adverse events (p = 0.030). At VF, no
emergent drug resistance was detected. Co-receptor tropism switched to non-R5 in one
patient. Patients with VF reported lower adherence and had lower plasma drug levels. Fem-
oral bone mineral density was significantly improved in the study arm.

Conclusion

Switching to maraviroc with darunavir/ritonavir qd in virologically suppressed patients was
associated with improved tolerability but was virologically inferior to 3-drug therapy.

Introduction

Antiretroviral therapy (ART) significantly reduces morbidity and mortality associated with
HIV infection; this is best achieved by chronically maintaining undetectable levels of HIV-1
RNA in patients plasma [1]. The combination of three active agents in the first-line regimen is
the standard of care to achieve this virological goal and nucleoside reverse transcriptase inhibi-
tors (NRTIs) are the essential component of all initial treatment strategies [2-4].

The long-term side effects of NRTTs are still of concern. Some agents are associated with
renal and bone toxicity [5-7], others with increased rates of cardiovascular events [8]. There-
fore, several attempts have been performed in order to test NRTI-sparing maintenance therapy
in virologically controlled individuals [9-12]. Maraviroc is the only CCR5 (R5) co-receptor
antagonist approved for use in patients carrying an R5-tropic virus [13]. Currently, the drug is
approved only for patients failing previous regimens, given its inferior efficacy as initial ther-
apy [14-16]. Nonetheless, agents with this mechanism of action should ideally be used early
during treatment, before the possible switch from R5 to non-R5 tropism at later stages [17].

The efficacy of maraviroc as maintenance therapy in virologically controlled patients has
been recently tested in the MARCH study [18]. In this large randomized study enrolling viro-
logically controlled patients on 2 NRTIs plus a boosted protease inhibitor (bPI), substitution of
NRTIs with maraviroc twice daily was inferior to continuing the baseline 3-drug regimen. One
obstacle to the implementation of this strategy, the requirement of viral tropism testing in
patients with suppressed viremia, has been overcome by genotypic tropism testing on viral
DNA [19]. This strategy has now been validated retrospectively [20-21] as well as prospectively
[18]. The MARCH study was limited as the switch to maraviroc included patients with boosted
PI from older generations that were in most cases administered twice daily. Also, maraviroc
was used twice daily, which lacks convenience in terms of dosing and cost.

The aim of this study was to test non-inferiority of an NRTI-sparing dual therapy based on
once daily maraviroc with darunavir/ritonavir as compared to continuing an ongoing, virolog-
ically successful 3-drug therapy. The experimental regimen tested here is not according to the
label of maraviroc. A secondary aim was to perform a prospective validation of selecting
patients with R5 virus based on single-sequence viral DNA genotyping [22].
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Methods
Study design, inclusion and exclusion criteria

GUSTA (GUided Simplification with Tropism Assay) was a multicenter, open-label, ran-
domized study (registered at www.clinicaltrials.gov, number NCT01367210). The study pro-
tocol was authorized by the Italian Drug Regulatory Agency (AIFA) and approved by the
local Ethics Committees at each study center; written informed consent was obtained from
all patients before participation. The study was performed in accordance with the ethical
guidelines of the Declaration of Helsinki (7th revision) and with the International Confer-
ence on Harmonization Good Clinical Practice guidelines. The authors confirm that all
related trials for this intervention are registered. Study approval by the Ethics Committee of
the Catholic University was obtained on November 18, 2010. Between May 23, 2011 and
April 22, 2015, patients underwent screening for the study and the latest visit was on Septem-
ber 28, 2015. The complete list of Ethics Committes that approved study is: Ethics Committee
of Umbria and Perugia; Ethics Committee of Azienda Ospedaliera Sacco, Milan; Ethics Com-
mittee of Modena; Ethics Committee Azienda Ospedaliero-Universitaria of Florence; Ethics
Committee University of Study D’Annunzio and Chieti; Ethics Committee AUSL 9 of Gros-
seto; Ethics Committee Azienda Ospedaliera Universitaria S Martino, Genova; Ethics Com-
mittee AUSL 3 Pistoia; Ethics Committee Azienda Ospedaliera S. Salvatore of Pesaro; Ethics
Committee AOU San Luigi Gonzaga of Orbassano; Ethics Committee Azienda Ospedaliero-
Universitaria Policlinico S. Orsola-Malpighi of Bologna; Ethics Committee IRCC of Rome;
Ethics Committee of Lecce; Ethics Committee Policlinico Umberto I of Rome; Ethics Com-
mittee Lazio 2; Ethics Committee IRCC Spallanzani of Rome; Ethics Committee San Paolo
Hospital, Milano.

Eligible patients were HIV-1-infected, aged >18 years, treated with any ART regimen
including 3 drugs without treatment changes during the last 3 months, with HIV-1 RNA <50
copies/mL for at least 6 months on two consecutive determinations, with CD4 cell count >200
cells/mm?® for at least 3 months, and with R5 virus.

Main exclusion criteria were having a CD4 cell count at nadir <50 cell/mm” or <100 cell/
mm” in case of a history of virological failure with PI, past use of maraviroc, pregnancy, breast-
feeding status, positive serum hepatitis B virus surface antigen, a history of major toxicity to
any of the study or current drugs, AIDS-related events in the year before screening, liver cir-
rhosis, eGFR <30 mL/min and grade IV ALT or AST elevation. Previous virological failures
were allowed, but previous failures to enfuvirtide or integrase inhibitors and patients with at
least one major or two minor darunavir resistance mutations (last available IAS-USA list) were
excluded.

Determination of viral tropism and resistance testing

All patients underwent genotypic testing for HIV-1 coreceptor tropism at screening by pop-
ulation sequencing on whole blood using a single DNA sequence of the gp120 V3 env region
[22]. DNA sequence retesting was allowed a maximum of three times in case of amplifica-
tion failure. Results were interpreted using the geno2pheno prediction algorithm. A false
positive rate (FPR) higher than 10% indicated an R5 virus. The genotyping was performed
at virological laboratories that had been certified by a national QC/QA program for geno-
typic tropism determination [23]. The genotypic HIV-1 coreceptor tropism assay has been
deposited in the protocols.io repository with doi 10.17504/protocols.io.jmnck5e. Genotypic
resistance to NRTIs, NNRTIs and PIs was determined using the Viroseq HIV-1 Genotyping
System.
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Study procedures

At baseline, eligible patients were randomized 1:1 to receive maraviroc 300 mg qd (except
those with glomerular filtration rate, eGFR, <80 mL/min who received 150 mg qd) plus daru-
navir/ritonavir 800/100 mg (study, S, arm) or to continue the previous antiretroviral regimen
(continuation, C, arm). Follow-up visits were scheduled at weeks 4, 12 and every 12 weeks
thereafter. Routine physical examination and laboratory tests, including CD4 cell counts and
HIV-1 RNA levels, were performed at baseline and at each follow-up visit.

Efficacy and safety outcomes definition and handling

Treatment failure was defined as any of the following: virological failure, discontinuation or
change of any current drug due to any cause, withdrawal of consent after treatment initiation,
loss to follow-up, progression to AIDS or death. Virological failure was defined as the second
of two consecutive HIV-1 RNA levels >50 copies/mL or a single HIV-1 RNA level >1,000
copies/mL. At the time of virological failure, an additional visit and blood sampling were
performed. Clinical and laboratory adverse events occurring during the study were graded
according to the latest available Division of AIDS tables. A Data Safety Monitoring Board was
established to monitor patient safety and treatment efficacy data.

Study endpoints and sample size calculation

The primary study endpoint was the proportion of patients free of treatment failure at 48
weeks on the per-protocol population. Based on the assumption that 90% of patients in the
continuation arm would meet the primary outcome, enrolment of 330 patients distributed 1:1
in each study arm was planned in order to test non-inferiority of the study arm with a lower
bound of 10%, a confidence interval of 95% and a power of 80%. Secondary endpoints were:
the proportion of patients with treatment failure and virological failure at 48 weeks on the
intention-to-treat population, modification of CD4 cell count and of blood metabolic parame-
ters, changes in bone parameters, self-reported adherence and symptoms scores, and of
health-related Quality of Life from baseline to week 48.

Evaluation of bone mineral density

At baseline and at week 48, patients from 7 study sites underwent dual-energy X-ray absorpti-
ometry scans to analyze bone mineral density (BMD) (Hologic Inc., Waltham, MA, USA).
Total L2-L4 lumbar column and femoral neck BMD were recorded. Moreover, plasma alka-
line phosphatase (total and bone-associated), 25(OH)vitamin D, parathyroid hormone (PTH)
and osteocalcin were measured.

Plasma drug levels, adherence, patient-reported symptoms and quality
of life

Plasma drug levels were measured in arm S in blood collected before morning antiretroviral
drug intake between week 4 and 48 by a validated tandem mass spectrometry (UPLC-MS/
MS). The time of the last drug intake and of blood sampling were recorded for each patient
and Cyough were calculated accordingly using the formula C = Cy x e (C = calculated trough
levels; C, = at the time measured; K = elimination rate consant (0.693/t,,,); € = base of natural
logaritm). Liquid/liquid extraction was employed for purification and concentration of mara-
viroc, darunavir and ritonavir from plasma samples. Samples were injected into an AQUITY
UPLC system employing an AQUITY UPLC BEH C18 column (Waters Corp., Milford, MA,
USA) for analysis. The UPLC was connected to a triple quadrupole tandem mass detector
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(Waters Corp., Milford, MA, USA) for the mass spectrometric detection. Data were processed
using MassLynx with a QuanLynx program version 4.1 (Waters Corp., Milford, MA, USA).
The detection limit for the drug determination was 30 ng/mL. We computed Cyougn Wwhen
maraviroc levels were available 6-27 hours after intake and darunavir 10-27 hours after intake,
i.e. during the linear phase of the elimination curve. All patients were instructed to take the
study medications with food. In both arms, self-reported adherence (weeks 0, 4, 24 and 48),
patient-reported symptoms and physical/mental Quality of Life (QoL) scores (weeks 0 and 48)
were collected using validated questionnaires [24, 25]. Self-reported adherence was recorded
as indicated on a 0-100 visual analogue scale (VAS). Both physical and mental health-related
QoL were assessed on a 0-100 VAS scale (0 = worst level; 100 = best level). In addition, the
questionnaire included a list of 32 common self-reported symptoms, which were graded
between 0 (absent) and 5 (very intense): mean values of symptoms were compared between
study arms.

Statistical analysis

Descriptive statistics were used to describe baseline patients characteristics, main study out-
comes, laboratory toxicities, clinical adverse events and serious adverse events. Differences
between categorical variables were tested by the Chi-square test, differences between continu-
ous variables were tested using the t-test or the Mann-Whitney U test, as appropriate. Changes
from baseline values at week 48 were assessed using Student’s t-test for paired samples. The
primary efficacy endpoint, treatment failure, was investigated by per-protocol (PP) analysis at
study week 48: this analysis excluded patients with major protocol violations. In addition, an
intention-to-treat (ITT) analysis at study week 48 including all randomized patients who
received at least one drug dose after randomization was also performed. In all the mentioned
analyses on treatment failure, missing values and those who had changed or discontinued their
ART regimen were counted as failures. In a further secondary analysis, time to virological fail-
ure was also analysed in all randomized patients divided by study arm, until last available fol-
low-up at the time of study interruption, using the Kaplan-Meier method. Non-inferiority for
the primary outcome was tested using the one-sided test procedure: noninferiority would be
established at an alpha level of 0.05 if the dual therapy arm achieved the primary outcome in
no more than 10% less patients than the current therapy arm.

A two tailed P value <0.05 was considered to be statistically significant. All analyses were
performed using the SPSS version 22 software package (IBM, SPSS, Chicago, IL, USA, IBM).

Results
Patient characteristics at baseline

Between May 23, 2011 and April 22, 2015, 259 patients underwent screening for the study. On
June 2015, based on a pre-planned 48-week interim analysis, the Data Safety Monitoring
Board recommended trial discontinuation due to an excess of virological failures in the study
arm. At that time, screening failures were 89/259 (36%): 67 (26%) for non-R5 viral tropism, 11
(4%) for HIV-RNA >50 copies/mL, 6 (2%) for V3 region of HIV-1 gp120 not amplifiable, 5
(2%) due to other exclusion criteria. Five (2%) additional patients were excluded due to con-
sent withdrawal before randomization. Therefore, 165 patients were randomized of whom 123
were evaluable for the 48-weeks ITT analysis (62 in arm S and 61 in arm C), and 115 were
included in the main PP analysis (56 in arm S and 59 in arm C) (Fig 1).

The main baseline characteristics of the PP study population, overall and divided by study
arm, are summarized in Table 1, while the respective details for the ITT population are sum-
marized in S1 Table.
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*Still at earlier time points

Fig 1. GUSTA flow diagram.
https://doi.org/10.1371/journal.pone.0187393.g001

Main study outcomes: Treatment and virological failure

In the PP population, 76/115 (66%) patients were free of treatment failure at 48 weeks: 41/56
(73.2%) in arm S and 35/59 (59.3%) arm C (Fig 2a). The proportion free of treatment failure in
arm S was noninferior to the proportion in arm C (S minus C arm +13.9%; 95%, CI -0.6;
+28.4, p = 0.058). Detailed reasons of treatment failures are shown in Table 2. Seven protocol-
defined virological failures occurred in arm S (12.5%) and none in arm C (p = 0.005). Two
patients (3.6%) in arm S and 10 (16.9%) in arm C discontinued therapy owing to adverse
events (p = 0.030).

In the ITT population the proportion free of treatment failure at 48 weeks in arm S was
noninferior to the proportion in arm C (S arm minus C arm +11.9%; 95%CI -2.1; +25.9,
p = 0.080) (Fig 2b). All 8 protocol-defined virological failures in the ITT population occurred
in arm S. Virological blips without protocol-defined virological failure occurred in seven
patients in arm S, and four in arm C. In 7 of 7 successfully genotyped patients no resistance-
associated mutation was detected in the reverse transciptase and protease region, viral tropism
remained R5 in 6 of 6 succesfully genotyped viral RNA samples and in 7 of 8 DNA samples (1
patient harbored a non-R5 virus with a FPR of 0.5%, RNA genotyping of this case was repeat-
edly unsuccessful). Four to 8 weeks after virological failure HIV-1 RNA was <50 copies/mL
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Table 1. Baseline patients characteristics of the per-protocol population.

Age, years*
Male gender
Caucasian ethnicity
Risk factor:
Heterosexual
Homo/bisexual
Past injecting drug user
Other/unknown
HCV co-infection
Years from HIV diagnosis*
Years from first ART initiation*
Months from last regimen initiation*
Months from last HIV-RNA >50 cp/mL**
CD4 nadir, cells/uL*
CD4, cells/uL*
Treatment at screening:
NRTI
TDF
NNRTI
InSTI
PI
Boosted PI
DRV/r
QD regimen at screening

Results are expressed as n (%),
*median (IQR) or
** mean (95% CI).

Totaln=115
49 (41-57)
86 (75)
104 (90)

46 (40)
40 (35)
11(9)
18 (16)
16 (14)
12 (7-18)
10 (6-16)
51 (34-69)
59 (52-65)
222 (137-310)
659 (495-923)

DRV/r + MVC (Arm S) n = 56

51 (44-59)
43(77)
50 (89)

24 (43)
20 (36)
7(12)
5(9)
9 (16)
14 (7-19)
10 (6-16)
51 (36-70)
59 (51-68)
214 (108-314)
640 (494-992)

51 (91)
31 (55)
9 (16)
11(17.7)
36 (64)

3-drug ART (Arm C) n =59

48 (40-55)
43 (73)
54 (91)

22 (37)
20 (34)
4(7)

13 (22)

7 (12)

11 (7-17)
10 (6-15)
50 (29-64)
58 (49-67)
222 (139-304)
690 (494-908)

58 (98)
39 (66)
13 (22)
11 (19)
32 (54)
27 (46)
16 (27)
38 (64)

P-value (between arms)

0.109
0.630
0.280
0.223

0.322
0.237
0.610
0.324
0.824
0.765
0.688

0.081
0.238
0.416
0.892
0.273
0.403
0.796
0.074

Abbreviations legend: DRV/r, darunavir/ritonavir; MVC, maraviroc; ART, antiretroviral therapy; TDF/FTC, tenofovir/emtricitabine; HCV, hepatitis C virus; PI,
protease inhibitor; NNRTI, non-nucleoside reverse transcriptase inhibitor; NRTI, nucleoside reverse transcriptase inhibitor; InSTI, Integrase strand transfer

inhibitors; QD, once daily

https://doi.org/10.1371/journal.pone.0187393.t001

without any treatment change in one patient and after switching to a triple therapy in the
remaining seven.

When baseline characteristics of the 8 patients with virological failure in arm S (ITT popu-

lation) were compared with the 54 without virological failure in the same arm, significant dif-
ferences included a higher mean baseline FPR of the geno2pheno co-receptor assay (67% vs

42%, p = 0.015), a shorter duration of previous virological suppression (37 vs 61 months,

p = 0.057) in those with virological failure as compared to those without. Other characteristics
(CD4 cell count at nadir and at baseline, time from HIV diagnosis or from first cART initia-
tion, cART drugs at screening and HCV status) did not differ between patients with virological
failure and those without (S2 Table). In a further analysis we described the time to virological
failure using the complete follow-up available until the time of study interruption. While there
were no failures in arm C, the mean time to virological failure in arm S was 30 weeks (95% CI

19-42) (Fig 3).
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Fig 2. Proportion of individuals without treatment failure over the 48 study weeks by randomization arm in the (a) per protocol
population and (b) intention to treat population. Arm S = study arm (switch to maraviroc + darunavir/ritonavir); Arm C = continuation arm
(continuation of previous 3-drug therapy).

https://doi.org/10.1371/journal.pone.0187393.9002

Clinical and laboratory events

During the 48 weeks of the study 78 clinical adverse events were observed in 49 of the 123
patients (ITT population, S3 Table). Eleven were classified as serious adverse events: 6 in 5
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Table 2. Causes of treatment failure.

Per protocol population
DRV/r + MVC (Arm S) 3-drug cART (Arm C) | p-value

n=56 n=59

Any cause 16 (28.6) 24 (40.7) 0.238
Virological Failure 7 (12.5) 0(0) 0.005
Adverse events (potentially treatment- 2*(3.6) 8** (14.3) 0.095
related)

Adverse events (all) 2(3.6) 10(16.9) 0.030
Withdrawal of consent/Patient’s choice 2(3.6) 9(16) 0.054
Loss to follow up 3(5.4) 3(5) 1.000
Other 2(3.6) 2(3.4) 1.000
Intention-to-treat population

DRV/r+ MVC (Arm S) 3-drug cART (Arm C) p
N =62 N =61

Any cause 17 (27.4) 24 (39.3) 0.226
Virological Failure 8(12.9) 0(0) 0.006
Adverse events (potentially treatment- 2*(3.2) 8** (13.1) 0.054
related)

Adverse events (all) 2(0) 10 (16.4) 0.016
Withdrawal of consent/Patient’s choice 2(3.2) 9(14.8) 0.030
Loss to follow up 3(4.8) 3(4.9) 1.000
Other 3(4.8) 2(3.3) 1.000

*1 Asthenia, 1 rash,
** 5 Osteoporosis/osteopenia, 2 creatinine increase, 1 diarrhea

https://doi.org/10.1371/journal.pone.0187393.t1002

patients in arm S (1 uterine leiomyoma, 1 sub-ileus, 1 traumatic bone fracture, 1 urinary tract
infection, 1 syncope, 1 fibromyalgia) and 5 events in 4 patients in arm C (1 death for myocar-
dial infarction, 1 pericarditis, 1 traumatic bone fracture, 1 fever/chest pain, 1 prostatic adeno-
carcinoma). None of the serious adverse events was considered to be drug-related. Clinical
adverse events of grade 1 or 2 were 37 in 22 patients in arm S and 30 in 23 patients in arm C
(p =0.27). No grade 3 clinical adverse event occurrred. Two events determined study discon-
tinuation at week 4 in arm S (asthenia and rash, both grade 1) and 10 in arm C (4 osteoporo-
sis at baseline, w4, w27, w48, 2 renal function deterioration at w4 and w12, diarrhoea at w24,
insomnia at w12, death for miocardial infarction at w12 and prostatic adenocarcinoma at
w36.

Twenty-eight (45%) and 14 (23%) patients in arm S and 24 (41%) and 19 (31%) in the arm
C experienced grade 3 and grade 4 laboratory toxicities, respectively, without significant differ-
ences between arms.

Changes in cd4 cell count, blood lipids and renal function

Changes in CD4 cell counts did not differ between the two study arms. At week 48, triglycer-
ides, total cholesterol, low-density lipoprotein (LDL) and high-density lipoprotein (HDL) cho-
lesterol did not show significant modifications (Fig 4a—4d). There were no differences in
changes from baseline eGFR between the 2 study arms at week 48 (mean -1 mL/min/1.73m”
in arm S, vs. -8 mL/min/1.73m? in arm C, p = 0.12), although the study arm showed a better
preservation of kidney function from baseline between week 12 and 36 (at week 12 and 24

p = 0.004, at week 36 p = 0.034) (Fig 4e).
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Fig 3. Proportion of individuals with virological failure over the complete follow-up available until the time of
study interruption in the intention to treat population. Arm S = study arm (switch to maraviroc + darunavir/
ritonavir); Arm C = continuation arm (continuation of previous 3-drug therapy).

https://doi.org/10.1371/journal.pone.0187393.g003

Bone parameters

Changes in BMD and bone metabolism markers were evaluated in 64 patients: 34 in the S arm
and 30 in the C arm. At 48 weeks, patients in arm S showed significantly better gains over
those in arm C in femoral neck BMD (mean change +1.38% [SD 4.45%] in arm S vs -2.35%
[8.32%] in arm C, p = 0.04). Lumbar column BMD changes did not show significant differ-
ences between arms (at 48 weeks mean change from baseline +0.54% [8.09%] in arm S vs
-0.74% [6.32%] in arm C, p = 0.52). Patients in arm S showed a more prominent reduction of
total plasma alkaline phosphatase (-15.54 U/L [10.82 U/L] vs -1.45 U/L [13.36 U/L] in arm C,
p<0.001) and bone alkaline phosphatase (-9.10 pg/L [0.33 ug/L] vs -1.45 pg/L [4.69 pg/L] in
arm C, p = 0.19) at 48 weeks, compatible with a reduced bone remodeling. No other significant
changes were observed in the other bone metabolism biomarkers.

Drug levels, adherence, patient-reported symptoms and health-related
quality of life

One-hundred fourteen patients of the ITT population (62 in arm S, 52 in arm C) had at least
one assessment of self-reported adherence, patient-reported symptoms and QoL: baseline

PLOS ONE | https://doi.org/10.1371/journal.pone.0187393 November 21, 2017 10/18


https://doi.org/10.1371/journal.pone.0187393.g003
https://doi.org/10.1371/journal.pone.0187393

o @
@ : PLOS | ONE Switch to maraviroc with darunavir/r

25 20 A
20 - 15 -
=z~ | -~
g8 B g2 10
E® 10 ER
o = o = 5 A I
&0 = 80—
£ 4 =0 :[
& = & =
= 3 s 3 0 -
9 @ 0_ 9 w
g% £ s
25 s R
.10 - -10
-15 - -15 -
w4 wl2 w24 w36 w48 w4 wl2 w24 w36 w48
ARMS ®mARMC ARMS mARMC
a b
60 - 25
L 40 - B 20
£3 aa 15
SE 20 - A%
£ g EE 10 A
&% o B
23 0 - 23 5 -
® o & =
£ 5 <
© 8 IR 0 -
g§> -20- s 2
3 &b g e
S =5 2
40 1 -10 -
-60 - -15 -
wd wl2 w24 w36 w48 w4 wl2 w24 w36 w48
ARMS ®mARMC ARMS mARMC
c d
10
Qs
-
Z
E 0 . .
= 1 1
E 1
o -5
5 L .
z -10
: [ 1
g 15
cl L
5
S 20
w4 w12 w 24 w 36 w 48
ARMS mARMC

e

Fig 4. Evolution of (a-d) blood lipids and (e) renal function as by estimated GFR (CKD-EPI) over the 48
study weeks by randomization arm. Arm S = study arm (switch to maraviroc + darunavir/ritonavir); Arm
C = continuation arm (continuation of previous 3-drug therapy).

https://doi.org/10.1371/journal.pone.0187393.9004
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Table 3. Adherence, health-related QoL and patient-reported symptoms at different time points, based on randomization arm.

DRV/rit + MVC (Arm S) 3-drug cART (Arm C) Between arm
comparisons
Baseline Week 48 (n = 34) PA Baseline Week 48 (n =27) PA P P (week
(n=34) (n=27) (baseline) 48)
Self reported adherence 87.35% 87.35% (11.36) 1.00 | 88.88% (13.95) 89.63% (14.00) 0.80 0.70 0.48
(VAS 0-100%) (16.57)
Baseline Week 48 (n = 22) Baseline Week 48 (n = 22)
(n=30) (n=30)
Patient-reported symptoms 1.39(0.31) 1.44 (0.38) 0.21 1.41(0.31) 1.36 (0.27) 0.35 0.80 0.42
score
Mental health QoL (VAS 62.07% 63.33% (22.48) 0.55 | 57.95% (22.34) 56.82% (25.79) 0.83 0.55 0.33
0-100%) (25.54)
Physical health QoL (VAS 65.18% 58.33% (20.05) 0.26 | 63.64% (16.67) 53.64% (26.60) 0.04 0.78 0.47
0-100%) (20.79)
At failure During success*** P At failure During success*** P
(n=8)* (n=129) (n=12)** (n=108)
Self reported adherence 73.3% (20) 88.2% (12.5) 0.001 | 80.8% (17.8) 89.23% (13.7) 0.05

(VAS 0-100%)

Values indicate means (standard deviations). The symptoms score reports the sum of the values of the intensity of the symptom (from 1 = absent to 5 = very
much) divided by the number of evaluable symptoms per patient (max 30 total symptoms): adapted from ISS QoL [25].

AP-values of within-arm comparisons (week 48 vs baseline; success vs failure).

* In arm S all failures were virological;

** in arm C all failures were non-virological;

***instances with contemporary HIV RNA <50 copies/mL and no other cause of failure.

https://doi.org/10.1371/journal.pone.0187393.t003

characteristics of these patients did not differ from those of the main stydy population (not
shown). Detailed numbers are reported in Table 3. Drug levels were measured in the 62
patients in arm S. In 8 patients Cyrougn Of all drugs at virological failure were significantly lower
as compared to those of patients without virological failure: darunavir median level 681 ng/mL
(IQR 0-1,589) vs 1,368 ng/mL (1,048-1,646), p = 0.038, maraviroc 36 ng/mL (7-152) vs 121
ng/mL (100-127), p<0.001, and ritonavir 2 ng/mL (0-81) vs 33 ng/mL (17-49), p<0.001.
Adherence, patient-reported symptoms, physical health or mental health-related QoL scores
did not differ between arms at baseline and at week 48 (Table 3). Physical health-related QoL
declined significantly from baseline to 48 weeks in arm C (63.64% vs 53.64%, p = 0.004) but
not in arm S (65.18% vs 58.33%, p = 0.26) (Table 3). Mean adherence was significantly lower
in patients during virological failure (arm S) and treatment failure (arm C) (Table 3). Among
patients with self-reported adherence <80% in at least one determination, 5 of 30 (16.7%) in
arm S versus 0 of 21 (0%) in arm C showed virological failure (p = 0.049).

Discussion

This open-label randomized trial in virologically controlled patients on a 3-drug ART with R5
virus was designed to demonstrate the non-inferiority of switching therapy to once daily mara-
viroc plus ritonavir-boosted darunavir as compared to continuing the previous 3-drug regi-
men. Although the coadministration of once daily maraviroc 300 mg with darunavir/ritonavir
800/100 mg is not according to label, other studies demonstrated high tolerability and favour-
able pharmacokinetics when compared with 300 mg of maraviroc twice daily with 245 mg of
tenofovir/200 mg of emtricitabine [26]. The study was prematurely interrupted due to an
excess of virological failures in the dual therapy arm at week 48. The main study outcome, the
proportion without treatment failure at 48 weeks, did not differ between arms. Similarly, in a
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population of virologically suppressed patients, the MARCH study showed inferior efficacy of
maraviroc administered twice daily with one of several different bPIs as compared to continu-
ing 2 NRTIs plus bPI [18]. The present study and MARCH differ in patients treatment history,
PI types used, maraviroc dosing and virological outcomes definition, but both studies indicate
that maraviroc with bPI is inferior to standard 3-drug therapies in treatment experienced, viro-
logically suppressed patients. Both studies also complement results from the MODERN trial
showing inferior efficacy of maraviroc 150 mg qd as compared to tenofovir/emtricitabine,
both with darunavir/ritonavir in treatment naive patients [15]. In order to explain the reason
for the excess of virological failures of this dual therapy regimen we examined a number of fac-
tors. At virological failure no case developed drug resistance and we found a single case of tro-
pism switch detected in viral DNA. Patients with virological failure had significantly lower
drug levels and a lower self-reported adherence. In addition, patients with 80% or lower adher-
ence in the S arm had 17% risk of virological failure, while no failures occurred in patients
with such low adherence levels in the C arm. Altogether this suggests a lower “forgiveness” of
the maraviroc plus darunavir/ritonavir regimen as compared to 3-drug ART, so that during
periods of suboptimal adherence, the insufficient drug exposure does not maintain virological
suppression.

For selecting candidate patients with R5-tropic virus we used a lower cut-off of the FPR of
the geno2pheno interpretation system (10%) than suggested by a European panel (20%) [19].
Notably, we found no correlation between this less stringent criterion and virological failure.
Indeed, virological failure was not associated with lower geno2pheno FPR at the screening
assay. All but one case of virological failure had FPR >60% at screening, which is associated
with very low rates of X4 or dual/mixed viral quasispecies [27], and the average FPR was actu-
ally higher in those failing than in those subsequently maintaining viral suppression. There-
fore, the choice of a single genotypic tropism assay with a geno2pheno FPR cut-off set at
10%, did not increase the risk of failure in this study. This finding, along with those from the
MARCH study [18], supports the use of a genotypic tropism assay on DNA for selecting viro-
logically suppressed patients to maraviroc.

Importantly, in line with the lack of drug resistance development, all patients with virologi-
cal rebound rapidly regained virological suppression with alternative therapies, showing that
effective therapeutic options were not lost in these cases. Of note, patients enrolled in this
study were more heavily pretreated and had lower nadir CD4 counts as patients enrolled in
bPI monotherapy studies, in more recent trials of maintenance therapy with bPI plus lamivu-
dine as well as in the MARCH study [11, 18, 28].

As mentioned, study and continuation arm did not differ in the primary efficacy endpoint
(proportion of patients free of treatment failure at 48 weeks on the per-protocol population).
Indeed, more patients in the continuation arm interrupted their regimen because of toxicity.
Most of these were renal or bone toxicities and were attributed to tenofovir disoproxil fuma-
rate, a member of the NRTI class, which was discontinued in all cases. While the open-label
study design could have facilitated treatment changes in the continuation arm, this did not
happen in the study arm with maraviroc and boosted darunavir, showing a good tolerability of
this regimen. In the subgroup of patients analyzed, BMD was improved in the study arm as
compared to the continuation arm and, accordingly, markers of bone turnover were also
improved. Altogether these findings suggest that the association of maraviroc 300 mg qd with
boosted darunavir qd is well tolerated and prevents some NRTI-associated toxicity. Candidate
patients should however be very carefully selected among those which guarantee the maximal
adherence levels and those with prolonged viral suppression. Alternatively, it should be tested
whether maintaining one of the less toxic NRTIs with this combination could be a virologically
safer strategy [29].
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The main limitation of this study is represented by the open label design, the heterogeneity
of the regimens in the continuation arm and the inclusion of less than half patients than
planned in the study. The reduced number of patients due to premature study discontinuation
did not allow us to formally conclude on the noninferiority of our experimental regimen on
the primary study outcome, although the lower 95% confidence interval bound of the differ-
ence between experimental and control arm was within the pre-specified lower margin for
defining noninferior efficacy. The heterogeneity of the comparator regimens allowed to com-
pare the efficacy of a drug reduction strategy against a number of different standard 3-drug
regimens which more closely reflect the reality of currently treated and virologically controlled
patients in clinical practice.

The inferior virologic efficacy of the dual regimen tested here contrasts with results
obtained with other dual regimens showing non-inferior efficacy to 3-drug therapy, in particu-
lar ritonavir-boosted PI regimens combined with lamivudine and dolutegravir with rilpivirine
[30-35]. Therefore, specific dual therapy approaches may be effective but MVC-based dual
therapies seem virologically inferior.

In conclusion, switching a standard 3-drug therapy to maraviroc 300 mg qd plus boosted
darunavir qd in virologically suppressed patients was associated with an improved tolerability
but was virologically inferior as compared to continuing the previous therapy. Virological fail-
ures were associated with lower adherence, which caused suboptimal drug exposure. Geno-
typic tropism testing on viral DNA can be employed to select virologically suppressed patients
to maraviroc but candidates to the dual therapy regimen tested here need to be carefully
selected and instructed.

Supporting information

S1 Table. Baseline patients characteristics (intent-to-treat population).
(DOCX)

$2 Table. Baseline patients characteristics of virological failures vs non-failures in the
MVC+DRV/r arm.
(DOCX)

$3 Table. Laboratory grade 3/4 toxicities in the ITT population.
(DOCX)

S1 Text. Protocollo di studio GUSTA versione 1.1 (Original Italian version).
(DOC)

$2 Text. GUSTA protocol versione 1.1 (English translation).
(DOCX)

S3 Text. CONSORT checklist.
(DOC)

Acknowledgments

GUSTA study group

S Di Giambenedetto (simona.digiambenedetto@rm.unicatt.it), N Ciccarelli, R Gagliardini, S
Lamonica, I Fanti, F Lombardi, D’Avino Alessandro, Fabbiani Massimiliano (Clinic of Infec-
tious Diseases, Catholic University of Sacred Heart, Rome);

PLOS ONE | https://doi.org/10.1371/journal.pone.0187393 November 21, 2017 14/18


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0187393.s001
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0187393.s002
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0187393.s003
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0187393.s004
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0187393.s005
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0187393.s006
https://doi.org/10.1371/journal.pone.0187393

@° PLOS | ONE

Switch to maraviroc with darunavir/r

Pierluigi Navarra (pnavarra@rm.unicatt.it), Lucia Lisi, Gabriella Maria Pia Ciotti, (Pharma-
cology Department, Catholic University of Sacred Heart, Rome);

A De Luca (andrea.deluca@unisi.it), B Rossetti, C Bianco, M Masini, (Infectious Diseases
Unit, Azienda Ospedaliera Universitaria Senese, Siena), M Zazzi, G Meini (Department of
Medical Biotechnology, University of Siena, Siena);

D Francisci (daniela.francisci@unipg.it), A Tosti, B Belfiori, L Malincarne (Clinic of Infec-
tious Diseases, University of Perugia, S. Andrea delle Fratte, Perugia);

] Vecchiet (jvecchiet@unich.it), F Vignale, C Ucciferri, K Falasca (Clinic of Infectious Dis-
eases, G. D’Annunzio University, Chieti,);

A Di Biagio (antonio.dibiagio@hsanmartino.it), S Grignolo, LA Nicolini, R Prinapori, P
Tatarella, (Infectious Diseases Unit, IRCCS S. Martino-IST, Genova), B Bruzzone (Virology
IRCCS S. Martino-IST, Genova);

M Galli (massimo.galli@unimi.it), S Rusconi, M Franzetti, V Di Cristo, (Infectious and
Tropical Diseases Unit, DIBIC L. Sacco Hospital, University of Milano, Milano), V Micheli
(Microbiology and Virology Laboratory, L. Sacco Hospital, Via G.B Grassi, Milano);

A Latini (alatini@ifo.it), C Giuliani, M Colafigli, A Pacifici, A Cristaudo (Infectious Derma-
tology and Allergology IRCCS IFO, via Elio Chianesi, Roma);

I Mezzaroma (ivano.mezzaroma@uniromal.it), A Fantauzzi, (Department of Clinical Med-
icine, Sapienza University of Rome, Rome);

V Vullo (vincenzo.vullo@uniromal.it), G D’Ettorre, EN Cavallari (Department of Public
Health and Infectious Diseases, Sapienza University of Rome, Roma), G Antonelli, O Turri-
ziani, (Virology, Sapienza University of Rome, Roma);

P Grima (pierfrancescogrima@yahoo.it) (Division of Infectious Diseases, S. Caterina
Novella Hospital, Galatina, Lecce);

P Viale (pierluigi.viale@unibo.it), V Colangeli, L Calza, C Valeri, V Donati, N Girometti, G
Vandi, E Magistrelli, (Clinic of Infectious Diseases, Azienda Ospedaliera Universitaria S.
Orsola Malpighi, Bologna); MC Re, I Bon (Microbiology, Azienda Ospedaliera Universitaria S.
Orsola Malpighi, Bologna);

P Caramello (pietro.caramello@aslto2.piemonte.it), G Orofino, M Farenga, S Carosella
(Infectious Diseases Unit A, Amedeo di Savoia Hospital, Torino), Valeria Ghisetti (Microbiol-
ogy and Virology Laboratory, Amedeo di Savoia Hospital, Torino);

E Petrelli (enzopetr@gmail.com), B Canovari (Infectious Diseases Unit, Pesaro Hospital,
Pesaro);

C Catalani (c.catalani@usl3.toscana.it), M Trezzi (Infectious Diseases Unit, Pistoia Hospital,
Pistoia);

C Mastroianni (claudio.mastroianni@uniromal.it), M Lichtner, R Marocco (Infectious
Disease Unit, SM Goretti Hospital, Department of Public Health and Infectious Diseases,
Sapienza University, Latina);

A Bartoloni (alessandro.bartoloni@unifi.it), G Sterrantino, S Tekle Kiros, I Campolmi
(Clinic of Infectious Diseases, Azienda Ospedaliera Universitaria Careggi, Firenze);

A D’Arminio Monforte (antonella.darminio@unimi.it), T Bini, G Ancona, S Solaro (Infec-

tious and Tropical Diseases Institute, Department of Health Sciences, University of Milan San
Paolo Hospital, Milano);

A Antinori (andrea.antinori@inmi.it), R Acinarupa, S Ottou, R Libertone, S Mosti, C Pin-
netti, (Infectious Diseases Unit, IRCCS L. Spallanzani, Roma); CF Perno, Ada Bertoli (Depart-
ment of Experimental Medicine and Surgery, University of Rome Tor Vergata, Roma).

We are grateful to Alessandro Cozzi-Lepri, Annamaria Geretti and Jonathan Schapiro for
their invaluable work in the Data Safety and Monitoring Board.

PLOS ONE | https://doi.org/10.1371/journal.pone.0187393 November 21, 2017 15/18


https://doi.org/10.1371/journal.pone.0187393

@° PLOS | ONE

Switch to maraviroc with darunavir/r

Author Contributions
Conceptualization: Simona Di Giambenedetto, Andrea De Luca.

Data curation: Barbara Rossetti, Roberta Gagliardini, Gaetana Sterrantino, Vincenzo Colan-
geli, Alessandra Latini, Manuela Colafigli, Francesca Vignale, Stefano Rusconi, Antonio Di
Biagio, Giancarlo Orofino, Alessandra Fantauzzi, Vincenzo Vullo, Pierfrancesco Grima,
Daniela Francisci, Claudio Mastroianni, Andrea Antinori, Michele Trezzi, Benedetta Cano-
vari, Antonella D’Arminio Monforte, Silvia Lamonica, Alessandro D’Avino.

Formal analysis: Barbara Rossetti, Simona Di Giambenedetto, Andrea De Luca.
Funding acquisition: Simona Di Giambenedetto, Andrea De Luca.
Investigation: Barbara Rossetti, Andrea De Luca.

Methodology: Genny Meini, Maria Carla Re, Valeria Micheli, Valeria Ghisetti, Lucia Lisi,
Pierluigi Navarra, Maurizio Zazzi.

Project administration: Barbara Rossetti, Simona Di Giambenedetto, Andrea De Luca.
Supervision: Barbara Rossetti, Maurizio Zazzi, Simona Di Giambenedetto, Andrea De Luca.
Validation: Barbara Rossetti, Simona Di Giambenedetto, Andrea De Luca.

Writing - original draft: Barbara Rossetti.

Writing - review & editing: Barbara Rossetti, Andrea De Luca.

References

1. Mugavero MJ, Napravnik S, Cole SR, Eron JJ, Lau B, Crane HM, et al. Centers for AIDS Research Net-
work of Integrated Clinical Systems (CNICS) Cohort Study. Viremia copy-years predicts mortality
among treatment-naive HIV-infected patients initiating antiretroviral therapy. Clin Infect Dis. 2011 Nov;
53(9):927-35. https://doi.org/10.1093/cid/cir526 PMID: 21890751

2. 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; January
28,2016. (17 Jun 2017, date last accessed).

3. European AIDS Clinical Society (EACS). Guidelines: Clinical Management and Treatment of HIV
Infected Adults in Europe, Prevention and Management of Non-Infectious Comorbidities in HIV, Version
8.2, January 2017. http://www.europeanaidsclinicalsociety.org/images/stories/EACS-Pdf/
EACSGuidelines-v8.2-English-Jan2017.pdf (17 Jun 2017, date last accessed).

4. Antiretroviral Drugs for Treatment and Prevention of HIV Infection in Adults 2016. Recommendations of
the International Antiviral Society-USA Panel. JAMA. 2016; 316(2):191-210. https://doi.org/10.1001/
jama.2016.8900 PMID: 27404187

5. Grant PM, Cotter AG. Tenofovir and bone health. Curr Opin HIV AIDS. 2016 May; 11(3):326-32.
https://doi.org/10.1097/COH.0000000000000248 PMID: 26859637

6. Pedrol E, Caro-Murillo AM, Castafio MA, Riera M, Olalla J, Domingo P, et al. Renal safety of coformu-
lated tenofovir/emtricitabine vs other nucleoside analogues in combination therapy in antiretroviral-
naive patients aged 50 years or older in Spain: The TRIP study. HIV Clin Trials. 2015 Jan-Feb; 16
(1):43-8. https://doi.org/10.1179/15284336142.0000000001 Epub 2015 Jan 28 PMID: 25777189

7. Fisher M, McDonald C, Moyle G, Martorell C, Ramgopal M, Laplante F et al. Switching from ritonavir to
cobicistat in HIV patients with renal impairment who are virologically suppressed on a protease inhibitor.
J Int AIDS Soc. 2014 Nov 2; 17(4 Suppl 3):19824. https://doi.org/10.7448/IAS.17.4.19824 eCollection
2014 PMID: 25397568

8. Sabin CA, Reiss P, Ryom L, Phillips AN, Weber R, Law M, et al. Is there continued evidence for an
association between abacavir usage and myocardial infarction risk in individuals with HIV? A cohort col-
laboration.BMC Med. 2016 Mar 31; 14(1):61. https://doi.org/10.1186/512916-016-0588-4 PMID:
27036962

9. Perez-Molina JA, Rubio R, Rivero A, Pasquau J, Suarez-Lozano |, Riera M, et al. Dual treatment with
atazanavir-ritonavir plus lamivudine versus triple treatment with atazanavir-ritonavir plus two nucleos(t)
ides in virologically stable patients with HIV-1 (SALT): 48 week results from a randomised, open-label,

PLOS ONE | https://doi.org/10.1371/journal.pone.0187393 November 21, 2017 16/18


https://doi.org/10.1093/cid/cir526
http://www.ncbi.nlm.nih.gov/pubmed/21890751
http://www.europeanaidsclinicalsociety.org/images/stories/EACS-Pdf/EACSGuidelines-v8.2-English-Jan2017.pdf
http://www.europeanaidsclinicalsociety.org/images/stories/EACS-Pdf/EACSGuidelines-v8.2-English-Jan2017.pdf
https://doi.org/10.1001/jama.2016.8900
https://doi.org/10.1001/jama.2016.8900
http://www.ncbi.nlm.nih.gov/pubmed/27404187
https://doi.org/10.1097/COH.0000000000000248
http://www.ncbi.nlm.nih.gov/pubmed/26859637
https://doi.org/10.1179/1528433614Z.0000000001
http://www.ncbi.nlm.nih.gov/pubmed/25777189
https://doi.org/10.7448/IAS.17.4.19824
http://www.ncbi.nlm.nih.gov/pubmed/25397568
https://doi.org/10.1186/s12916-016-0588-4
http://www.ncbi.nlm.nih.gov/pubmed/27036962
https://doi.org/10.1371/journal.pone.0187393

@° PLOS | ONE

Switch to maraviroc with darunavir/r

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24,

25.

non-inferiority trial. Lancet Infect Dis. 2015 Jul; 15(7):775-84. https://doi.org/10.1016/S1473-3099(15)
00097-3 PMID: 26062881

Valantin MA, Lambert-Niclot S, Flandre P, Morand-Joubert L, Cabié A, Meynard JL, et al. Long-term
efficacy of darunavir/ritonavir monotherapy in patients with HIV-1 viral suppression: week 96 results
from the MONOI ANRS 136 study. J Antimicrob Chemoter. 2012 Mar; 67(3):691-5. https://doi.org/10.
1093/jac/dkr504 PMID: 22160145

Di Giambenedetto S, Fabbiani M, Quiros Roldan E, Latini A, D’Ettorre G, Antinori A, et al. Treatment
simplification to atazanavir/ritonavir + lamivudine versus maintenance of atazanavir/ritonavir + two
NRTIs in virologically suppressed HIV-1-infected patients: 48 week results from a randomized trial
(ATLAS-M).J Antimicrob Chemother. 2017 Jan 15. https://doi.org/10.1093/jac/dkw557 PMID:
28093483

Calza L, Magistrelli E, Colangeli V, Manfredi R, Borderi M, Rossi N, et al. Dual raltegravir-etravirine
combination as maintenance regimen in virologically suppressed HIV-1-infected patients. AIDS Res
Hum Retroviruses. 2017 Jan 15. https://doi.org/10.1089/AID.2016.0291 PMID: 28088884

Hardy WD, Gulick RM, Mayer H, Fatkenheuer G, Nelson M, Heera J, et al. Two-year safety and viro-
logic efficacy of maraviroc in treatment-experienced patients with CCR5-tropic HIV-1 infection: 96-week
combined analysis of MOTIVATE 1 and 2. J Acquir Inmune Defic Syndr. 2010 Dec 15; 55(5):558—64.
https://doi.org/10.1097/QAl.0b013e3181ee3d82 PMID: 20703158

Cooper DA, Heera J, Ive P, Botes M, Dejesus E, Burnside R, et al. Efficacy and safety of maraviroc vs.
efavirenz in treatment-naive patients with HIV-1: 5-year findings. AIDS. 2014 Mar 13; 28(5):717-25.
https://doi.org/10.1097/QAD.0000000000000131 PMID: 24983542

Stellbrink HJ, Le Fevre E, Carr A, Saag MS, Mukwaya G, Nozza S, et al.Once-daily maraviroc versus
tenofovir/emtricitabine each combined with darunavir/ritonavir for initial HIV-1 treatment. AIDS. 2016
May 15; 30(8):1229-38. https://doi.org/10.1097/QAD.0000000000001058 PMID: 26854810

Mills A, Mildvan D, Podzamczer D, Fatkenheuer G, Leal M, Than S, et al. Maraviroc once-daily nucleo-
side analog-sparing regimen in treatment-naive patients: randomized, open-label pilot study. J Acquir
Immune Defic Syndr. 2013 Feb 1; 62(2):164—70. https://doi.org/10.1097/QAI.0b013e31827b51b5
PMID: 23187936

Grivel JC, Shattock RJ, Margolis LB. Selective transmission of R5 HIV-1 variants: where is the gate-
keeper? J Transl Med. 2011 Jan 27; 9 Suppl 1:S6. https://doi.org/10.1186/1479-5876-9-S1-S6 PMID:
21284905

Pett SL, Amin J, Horban A, Andrade-Villanueva J, Losso M, Porteiro N, et al. Maraviroc, as a Switch
Option, in HIV-1-infected Individuals With Stable, Well-controlled HIV Replication and R5-tropic Virus
on Their First Nucleoside/Nucleotide Reverse Transcriptase Inhibitor Plus Ritonavir-boosted Protease
Inhibitor Regimen: Week 48 Results of the Randomized, Multicenter MARCH Study. Clin Infect Dis.
2016 Apr 5.

Vandekerckhove LP, Wensing AM, Kaiser R, Brun-Vézinet F, Clotet B, De Luca A, et al. European
guidelines on the clinical management of HIV-1 tropism testing. Lancet Infect Dis. 2011 May; 11
(5):394-407. https://doi.org/10.1016/S1473-3099(10)70319-4 PMID: 21429803

Prosperi MC, Bracciale L, Fabbiani M, Di Giambenedetto S, Razzolini F, Meini G, et al. Comparative
determination of HIV-1 co-receptor tropism by Enhanced Sensitivity Trofile, gp120 V3-loop RNA and
DNA genotyping. Retrovirology. 2010 Jun 30; 7:56. https://doi.org/10.1186/1742-4690-7-56 PMID:
20591141

Swenson LC, Mo T, Dong WW, Zhong X, Woods CK, Thielen A, et al. Deep V3 sequencing for HIV type
1 tropism in treatment-naive patients: a reanalysis of the MERIT trial of maraviroc. Clin Infect Dis. 2011
Oct; 53(7):732—42. https://doi.org/10.1093/cid/cir493 PMID: 21890778

Meini G, Rossetti B, Bianco C, Ceccherini-Silberstein F, Di Giambenedetto S, Sighinolfi L, et al. Longitu-
dinal analysis of HIV-1 coreceptor tropism by single and triplicate HIV-1 RNA and DNA sequencing in
patients undergoing successful first-line antiretroviral therapy. J Antimicrob Chemother. 2014 Mar;
69(3):735—-41. https://doi.org/10.1093/jac/dkt426 PMID: 24155059

Svicher V, Alteri C, Montano M, Nori A, D’Arrigo R, Andreoni M, et al. Genotypic testing on HIV-1 DNA
as a tool to assess HIV-1 co-receptor usage in clinical practice: results from the DIVA study group.
Infection. 2014 Feb; 42(1):61-71. https://doi.org/10.1007/s15010-013-0510-3 PMID: 24146352

Murri R, Cingolani A, De Luca A, Di Giambenedetto S, Marasca G, De Matteis G, et al. Asymmetry of
the regimenis correlated to self-reported suboptimal adherence: results from AdUCSC, a cohort study
on adherence in ltaly.d Acquir Immune Defic Syndr 2010; 55: 411-12. https://doi.org/10.1097/QAI.
0b013e3181ed1932 PMID: 20948386

Ammassari A, Murri R, Pezzotti P, Trotta MP, Ravasio L, De Longis P et al. Self-reported symptoms
and medication side effects influence adherence to highly active antiretroviral therapy in persons with
HIV infection. J Acquir Immune Defic Syndr 2001; 28: 445-9. PMID: 11744832

PLOS ONE | https://doi.org/10.1371/journal.pone.0187393 November 21, 2017 17/18


https://doi.org/10.1016/S1473-3099(15)00097-3
https://doi.org/10.1016/S1473-3099(15)00097-3
http://www.ncbi.nlm.nih.gov/pubmed/26062881
https://doi.org/10.1093/jac/dkr504
https://doi.org/10.1093/jac/dkr504
http://www.ncbi.nlm.nih.gov/pubmed/22160145
https://doi.org/10.1093/jac/dkw557
http://www.ncbi.nlm.nih.gov/pubmed/28093483
https://doi.org/10.1089/AID.2016.0291
http://www.ncbi.nlm.nih.gov/pubmed/28088884
https://doi.org/10.1097/QAI.0b013e3181ee3d82
http://www.ncbi.nlm.nih.gov/pubmed/20703158
https://doi.org/10.1097/QAD.0000000000000131
http://www.ncbi.nlm.nih.gov/pubmed/24983542
https://doi.org/10.1097/QAD.0000000000001058
http://www.ncbi.nlm.nih.gov/pubmed/26854810
https://doi.org/10.1097/QAI.0b013e31827b51b5
http://www.ncbi.nlm.nih.gov/pubmed/23187936
https://doi.org/10.1186/1479-5876-9-S1-S6
http://www.ncbi.nlm.nih.gov/pubmed/21284905
https://doi.org/10.1016/S1473-3099(10)70319-4
http://www.ncbi.nlm.nih.gov/pubmed/21429803
https://doi.org/10.1186/1742-4690-7-56
http://www.ncbi.nlm.nih.gov/pubmed/20591141
https://doi.org/10.1093/cid/cir493
http://www.ncbi.nlm.nih.gov/pubmed/21890778
https://doi.org/10.1093/jac/dkt426
http://www.ncbi.nlm.nih.gov/pubmed/24155059
https://doi.org/10.1007/s15010-013-0510-3
http://www.ncbi.nlm.nih.gov/pubmed/24146352
https://doi.org/10.1097/QAI.0b013e3181ed1932
https://doi.org/10.1097/QAI.0b013e3181ed1932
http://www.ncbi.nlm.nih.gov/pubmed/20948386
http://www.ncbi.nlm.nih.gov/pubmed/11744832
https://doi.org/10.1371/journal.pone.0187393

@° PLOS | ONE

Switch to maraviroc with darunavir/r

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Okoli C, Siccardi M, Thomas-William S, Dufty N, Khonyongwa K, Ainsworth J, et al. Once daily mara-
viroc 300 mg or 150 mg in combination with ritonavir-boosted darunavir 800/100 mg. J Antimicrob Che-
mother. 2012 Mar; 67(3):671—4. https://doi.org/10.1093/jac/dkr493 PMID: 22174038

Armenia D, Soulie C, Di Carlo D, Fabeni L, Gori C, Forbici F, et al. A very low geno2pheno false positive
rate is associated with poor viro-immunological response in drug-naive patients starting a first-line
HAART. PLoS One. 2014 Aug 25; 9(8):e105853. hitps://doi.org/10.1371/journal.pone.0105853 PMID:
25153969

Arribas JR, Girard PM, Landman R, Pich J, Mallolas J, Martinez-Rebollar M, et al. Dual treatment with
lopinavir-ritonavir plus lamivudine versus triple treatment with lopinavir-ritonavir plus lamivudine or
emtricitabine and a second nucleos(t)ide reverse transcriptase inhibitor for maintenance of HIV-1 viral
suppression (OLE): a randomised, open-label, non-inferiority trial. Lancet Infect Dis. 2015 Jul; 15
(7):785-92. https://doi.org/10.1016/S1473-3099(15)00096-1 PMID: 26062880

Taiwo BO, Chan ES, Fichtenbaum CJ, Ribaudo H, Tsibris A, Klingman KL, et al. Less Bone Loss With
Maraviroc- Versus Tenofovir-Containing Antiretroviral Therapy in the AIDS Clinical Trials Group A5303
Study. Clin Infect Dis. 2015 Oct 1; 61(7):1179-88. https://doi.org/10.1093/cid/civ455 PMID: 26060295

Arribas JR, Girard PM, Landman R, Pich J, Mallolas J, Martinez-Rebollar M, et al. Dual treatment with
lopinavir-ritonavir pluslamivudine versus triple treatment with lopinavir-ritonavir plus lamivudine or emtri-
citabine and a second nucleos(t)ide reverse transcriptase inhibitor for maintenance of HIV-1 viral sup-
pression (OLE): a randomised, open-label, non inferiority trial. Lancet Infect Dis 2015; 15:785-792.
https://doi.org/10.1016/S1473-3099(15)00096-1 PMID: 26062880

Perez-Molina JA, Rubio R, Rivero A, Pasquau J, Suarez-Lozano |, Riera M, et al. Dual treatment with
atazanavir-ritonavir plus lamivudine versus triple treatment with atazanavir-ritonavir plus two nucleos(t)
ides in virologically stable patients with HIV-1 (SALT): 48 week results from a randomised, open-label,
non-inferiority trial. Lancet Infect Dis 2015; 15:775-784. https://doi.org/10.1016/S1473-3099(15)
00097-3 PMID: 26062881

Gagliardini R, Fabbiani M, Quiros Roldan E, Latini A, D’Ettore G, Antinori A et al. Simplification to ataza-
navir/ritonavir lamivudine versus maintaining atazanavir/ritonavir 2NRTIs in virologically suppressed
HIV-infected patients: 96-week data of the ATLAS-M trial. 0121, International Congress on HIV Drug
Therapy; 2016 Oct 23—-26; Glasgow, UK.

Fabbiani M, Di Giambenedetto S, Poli A, Borghetti A, Castagna A, Mondi A, et al. Simplification to a
dual regimen with darunavir/ritonavir plus lamivudine or emtricitabine in virologically-suppressed HIV
infected patients. J Infect 2016; 73:619-623. https://doi.org/10.1016/}.jinf.2016.08.011 PMID:
27575581

Pulido F, Ribera E, Lagarde M, Perez-Valero |, Santos J, Iribarren JA, et al. Non-inferiority of dual ther-
apy (DT) with darunavir/ritonavir (DRV/r) plus 3TC versus triple-therapy (TT) with DRV/r plus TDF/FTC
or ABC/ 3TC for maintenance of viral suppression: 48-week results of the DUAL-GESIDA 8014 trial.
0331, International Congress on HIV Drug Therapy; 2016 Oct 23-26, Glasgow, UK.

Llibre JM, Hung C-C BC, Castelli F, Girard PM, Kahl Let al. Phase Il SWORD 1 & 2: Switch to DTG +
RPV maintains virologic suppression thorugh 48 wks. O-4 Abstract 44LB, 24th Conference on Retrovi-
ruses and Opportunistic Infections (CROI); 2017; Febr 13—16; Seattle, US.

PLOS ONE | https://doi.org/10.1371/journal.pone.0187393 November 21, 2017 18/18


https://doi.org/10.1093/jac/dkr493
http://www.ncbi.nlm.nih.gov/pubmed/22174038
https://doi.org/10.1371/journal.pone.0105853
http://www.ncbi.nlm.nih.gov/pubmed/25153969
https://doi.org/10.1016/S1473-3099(15)00096-1
http://www.ncbi.nlm.nih.gov/pubmed/26062880
https://doi.org/10.1093/cid/civ455
http://www.ncbi.nlm.nih.gov/pubmed/26060295
https://doi.org/10.1016/S1473-3099(15)00096-1
http://www.ncbi.nlm.nih.gov/pubmed/26062880
https://doi.org/10.1016/S1473-3099(15)00097-3
https://doi.org/10.1016/S1473-3099(15)00097-3
http://www.ncbi.nlm.nih.gov/pubmed/26062881
https://doi.org/10.1016/j.jinf.2016.08.011
http://www.ncbi.nlm.nih.gov/pubmed/27575581
https://doi.org/10.1371/journal.pone.0187393

