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Background. We investigated whether dolutegravir (DTG) monotherapy could be used to maintain virological suppression in 
people living with human immunodeficiency virus (HIV) on a successful dolutegravir-based triple therapy.

Methods. MONCAY (MONotherapy of TiviCAY) was a 48-week, multicentric, randomized, open-label, 12% noninferiority 
margin trial. Patients with CD4 nadir >100/μL, plasma HIV-1 RNA <50 copies/mL for ≥12 months, and stable regimen with DTG/
abacavir (ABC)/lamivudine (3TC) were 1:1 randomized to continue their regimen or to DTG monotherapy. The primary endpoint 
was the proportion of patients with HIV RNA <50 copies/mL at week 24 in intention-to-treat snapshot analysis. Virologic failure 
(VF) was defined as 2 consecutive HIV RNA >50 copies/mL within 2 weeks apart.

Results. Seventy-eight patients were assigned to DTG monotherapy and 80 to continue DTG/ABC/3TC. By week 24, 2 patients 
in the DTG group experienced VF without resistance to the integrase strand transfer inhibitor (INSTI) class; 1 patient discontinued 
DTG/ABC/3TC due to an adverse event. The success rate at week 24 was 73/78 (93.6%) in the DTG arm and 77/80 (96.3%) in the 
DTG/ABC/3TC arm (difference, 2.7%; 95% confidence interval [CI], –5.0 to 10.8). During subsequent follow-up, 5 additional VFs 
occurred in the DTG arm (2 of which harbored emerging resistance mutation to INSTI). The cumulative incidence of VF at week 48 
was 9.7% (95% CI, 2.8 to 16.6) in the DTG arm compared with 0% in the DTG/ABC/3TC arm (P = .005 by the log-rank test). The 
Data Safety Monitoring Board recommended to reintensify the DTG arm with standardized triple therapy.

Conclusions. Because the risk of VF with resistance increases over time, we recommend avoiding DTG monotherapy as a main-
tenance strategy among people living with chronic HIV infection.

clinical Trials Registration. NCT02596334 and EudraCT 2015-002853-36.
Keywords. dolutegravir; maintenance; monotherapy; virologic failure; INSTI resistance.

Antiretroviral therapy as soon as possible and for life is now 
universally indicated in human immunodeficiency virus (HIV) 
infection [1–3]. Although benefits of triple therapy are not 

debated, reducing the number of drugs (ie, fewer than 3 or even 
4, if a booster is used) may be helpful for people living with HIV 
(PLHIV) to endure lifelong drug exposure and daily burden 
and to prevent long-term toxicities. This is particularly suitable 
for aging PLHIV with comorbidities and subsequent comedi-
cations who are at a higher risk of drug–drug interactions and 
drug-related toxicities. Finally, it could reduce costs.

Importantly, recent studies have proven that some dual reg-
imens, based on a boosted protease inhibitor (bPI) or dolute-
gravir (DTG), a second-generation integrase strand transfer 
inhibitor (INSTI), are virologically noninferior to triple therapy 
both in maintenance and first-line strategies [4–8]. By contrast, 
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monotherapy, which has been fully investigated with bPI, has 
failed to prove noninferiority over prolonged follow-up [9].

DTG is a powerful INSTI with a high genetic barrier, overall good 
tolerance, easy schedule, and few drug–drug interactions [10].  
It has also demonstrated superiority to darunavir, a bPI with 
high potency and genetic barrier to resistance [11]. Taking into 
consideration its profile, DTG looked to be the ideal candidate 
for maintenance monotherapy at the end of 2015. In a proof-
of-concept study of 21 virologically controlled patients, we re-
ported 100% virologic suppression with DTG monotherapy 
after a median of 32 weeks [12].

Based on these observations, we conducted the MONCAY 
(MONotherapy of TiviCAY) trial to determine whether a switch 
to DTG monotherapy would be noninferior to continuation of 
a DTG-based standardized triple therapy in maintaining viro-
logical suppression.

METHODS

Study Design and Patients

MONCAY was a registered, academic, 48-week, randomized, 
open-label, noninferiority trial conducted in 9 French HIV ref-
erence centers. Main inclusion criteria were chronically HIV-1–
infected adults (aged ≥18 years); CD4 nadir >100/μL; no previous 
AIDS-defining event (excluding a healed tuberculosis); current 
well-tolerated triple therapy combining DTG, abacavir (ABC), 
and vudine (3TC) for at least 1 month; and plasma HIV-1 RNA 
<50 copies/mL for more than 12 months and below the threshold 
of the method used by the local laboratory (ie, <20 or <40 copies/
mL) at the screening visit. Main exclusion criteria were history of 
documented virologic failure (VF) on INSTI-based regimen, his-
tory of genotypic resistance to any INSTI, women of childbearing 
potential without contraception, creatinine clearance <50  mL/
min, chronic hepatitis B virus infection, and any grade 3–4 labo-
ratory abnormality at screening visit. Participants were advised to 
avoid any unprotected sex.

Ethics

The Tours-Centre-Ouest-1 Ethics Committee approved the 
MONCAY trial. All participants provided written informed con-
sent. The study was conducted in accordance to the Good Clinical 
Practice and ethical principles of the Declaration of Helsinki.

Randomization and Masking

Eligible participants were randomly assigned (1:1) to either con-
tinue DTG/ABC/3TC (as a single tablet regimen) or to switch 
to DTG monotherapy (50-mg pill once daily) for 48 weeks. 
Randomization was made via a website by computer-generated 
permuted blocks of 4 with stratification by center.

Study Procedures

Study visits were scheduled at screening, baseline, and weeks 4, 
12, 24, 36, and 48. Medical history (including all available HIV 

RNA and DNA genotypes using Sanger sequencing) was col-
lected at the screening visit. Blood samples were drawn for anal-
yses at each site, including blood cell counts (including T-cell 
counts), HIV RNA, and serum chemistry to assess renal and he-
patic parameters. Estimated glomerular filtration rate (eGFR) 
was calculated with the MDRD equation. Fasting (overnight or 
>6 hours) serum lipids were measured at baseline and weeks 24 
and 48. Self-reported adherence questionnaires were completed 
by participants at week 4, 24, and 48 visits.

HIV RNA was measured at local laboratories of each site with 
available viral load assays with no change in the kits throughout 
the trial. VF was defined as 2 consecutive HIV RNA >50 copies/
mL separated by at least 14 days. In case of confirmed VF, re-
sistance testing was performed using genotype sequencing on 
reverse transcriptase and integrase using the Agence Nationale 
de Recherche sur le Sida AC11 algorithm [13]. The 3’PPT re-
gion was also amplified and compared with HXB2 sequence. An 
independent data safety monitoring board (DSMB) reviewed all 
confirmed VF in a real-time manner with a preplanned interim 
analysis after the first 2 VFs and a stopping rule in case of more 
than 5 VFs in the experimental arm.

Endpoints

The primary endpoint was the proportion of patients with 
HIV RNA <50 copies/mL at week 24, as determined with the 
use of the snapshot algorithm from the US Food and Drug 
Administration (FDA).

Secondary endpoints included the incidence of emergent gen-
otypic resistance to the INSTI class, virological success at week 
48, safety and tolerance, and changes from baseline to week 48 
in CD4 cell count, CD4:CD8 ratio, eGFR, lipids (total choles-
terol, low-density lipoprotein [LDL] cholesterol, high-density 
lipoprotein [HDL] cholesterol, triglycerides) in both arms.

Statistical Analyses

The sample size was computed to demonstrate the noninferi-
ority of the DTG arm compared with the DTG/ABC/3TC arm, 
with a noninferiority margin of 12%, the most commonly used 
margin in this setting at the time this study was designed [4, 
5, 14]. Assuming a 95% response rate in the DTG/ABC/3TC 
arm, we calculated that 70 evaluable participants were required 
in each arm to have a 90% power to determine noninferiority 
of the experimental arm at a 1-sided significance level of 2.5%.

Noninferiority of the DTG arm could be concluded if the 
upper bound of a 2-sided 95% confidence interval (CI) for the 
Newcombe hybrid score risk difference in the primary endpoint 
(DTG/ABC/3TC minus DTG) was less than 12%.

The primary analysis was by intention-to-treat (ITT; missing 
or switch equals failure) at week 24, using the FDA snapshot 
algorithm. Sensitivity analyses examined the primary endpoint 
by modified ITT (mITT, excluding patients who had exclusion 
criteria or withdrew consent) and per-protocol (PP, excluding 
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mITT patients with major protocol deviation) populations. All 
datasets should be consistent to claim noninferiority, according 
to the CONSORT statement [15, 16]. Safety analyses were per-
formed in the ITT population. During extended follow-up, the 
incidence of VFs in both treatment arms was compared using 
Kaplan-Meier curve and log-rank test. Secondary endpoints 
were compared between arms using nonparametric Wilcoxon 
or Mann-Whitney tests, Fisher exact test, or χ2 test according 
to the data. All analyses were conducted with SAS V9.4 (SAS 
Institute, Cary, NC).

When the first negative signal on DTG monotherapy was pre-
sented at an international conference (mid-February 2017) [14, 
17], the MONCAY study had already enrolled 90% of partici-
pants. The steering committee and the sponsor decided to con-
tinue the current study because of methodological limitations 
of other studies and because the protocol-stopping rule had not 
been fulfilled.

RESULTS

Participants

Between January 2016 and July 2017, 158 participants who 
were on a combination of DTG/ABC/3TC for a median of 

9 months (interquartile range [IQR], 4–14) were randomized to 
either receive DTG monotherapy (n = 78) or to continue DTG/
ABC/3TC (n = 80) as a fixed-dose combination (Figure 1). All 
received at least 1 dose of study treatment. The mITT and PP 
populations consisted of 153 and 146 participants, respectively 
(Figure 1). Baseline characteristics were well balanced between 
the 2 study arms (Table 1).

Primary Endpoint

At week 24, proportions of participants with HIV RNA <50 
copies/mL in the DTG and DTG/ABC/3TC arms were, re-
spectively, 93.6% (73/78) and 96.3% (77/80) in the ITT anal-
ysis (difference, 2.7%; 95% CI, –5.0 to 10.8); 97.3% (73/75) and 
98.7% (77/78) in mITT analysis (difference, 1.4%; 95% CI, –4.5 
to 8.1); 97.1% (67/69); and 98.7% (76/77) in PP analysis (dif-
ference, 1.6%; 95% CI, –4.5 to 8.8), meeting prespecified cri-
teria for noninferiority (Figure 2A and 2B). Two participants 
in the DTG arm experienced protocol-defined VF at week 24; 
both had low-level viremia (84 copies/mL on first sample, 63 
copies/mL on confirmatory sample; 55 and 51 copies/mL, re-
spectively) and their HIV RNA returned to <50 copies/mL 
at week 36 after treatment intensification. One participant in 
the DTG/ABC/3TC arm switched antiretrovirals at week 4 for 

78 assigned to
DTG monotherapy

158 participants randomized

ITT
population

mITT
population

PP
population

75 participants 78 participants

69 participants 77 participants

3 withdrew consent

6 had major
deviation to

protocol

1 withdrew consent
1 had non inclusion

criteria

1 had major
deviation to

protocol

80 assigned to
DTG/ABC/3TC

175 participants eligible for inclusion

17 had screen-
failure or finally

declined to
participate

Figure 1. Trial profile. Abbreviations: 3TC, lamivudine; ABC, abacavir; DTG, dolutegravir; ITT, intention-to-treat; mITT, modified intention-to-treat; PP, per-protocol.
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a drug-related adverse event (AE; mood disturbance). After 
reviewing week 24 results, the DSMB indicated that the study 
could continue to week 48, as initially planned.

Between week 24 and week 48, 3 additional participants experi-
enced VF, 2 at week 36 and 1 at week 48, all in the DTG arm. After 
the occurrence of these 5 VFs, the DSMB met once again on 21 
December 2017. The sponsor decided to stop the experimental arm 
(DTG monotherapy), following DSMB recommendations and in 
accordance with the prespecified stopping rule. All participants in 
the DTG arm who had not completed the week 48 visit (n = 8) were 
immediately recalled for an HIV RNA control before treatment 
reintensification. At that time, 2 additional participants had HIV 
RNA above 50 copies/mL: 604 copies/mL (corresponding to week 
29) and 626 copies/mL (corresponding to week 48), respectively.

Overall, 7 participants experienced VF in the DTG arm, 
whereas there were none in the DTG/ABC/3TC arm (Figure 3). 
Characteristics of participants with VFs are summarized in Table 2.

Secondary Endpoints

Amplification of integrase gene in plasma was successful at 
peak viremia for all 7 cases of VF, of whom 2 harbored a virus 
with emergence of resistance mutations to the INSTI class 
(Table 2). Both patients had integrase wild-type virus in histor-
ical genotype RNA prior to the study and in genotype DNA at 
the screening visit. All participants with VF self-declared high 
adherence rate before and at the time of VF (median, 100%; 
IQR, 95–100) and had no concomitant medication that could 
cause negative drug–drug interaction with DTG. All 7 patients 
had their HIV RNA rapidly resuppressed below 50 copies/mL 
after treatment intensification with DTG/ABC/3TC (n = 4) or 
DTG/3TC (n  =  1) in the 5 patients with no INSTI mutation 
and with ritonavir-boosted darunavir plus ABC/3TC in the 2 
patients with INSTI mutations.

At week 48, changes from baseline regarding CD4 counts and 
CD4:CD8 ratio were not different between arms.
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Figure 2. Primary outcomes at 24 weeks. A, Proportions of participants with virologic success (plasma HIV RNA <50 copies/mL), virologic nonresponse, and no virologic 
data (snapshot analysis in the ITT population). B, Differences (triple minus monotherapy) and 95% CI in the proportions of participants with virologic success (snapshot anal-
yses in the ITT, mITT, and PP populations). Abbreviations: 3TC, lamivudine; ABC, abacavir; CI, confidence interval; DTG, dolutegravir; HIV, human immunodeficiency virus; ITT, 
intention-to-treat; mITT, modified intention-to-treat; PP, per-protocol. 

Table 1. Demographic and Baseline Characteristics

Characteristic
Dolutegravir Arm 

(n = 78)
Dolutegravir/Abacavir/Lamivudine Arm 

(n = 80)

Age (years) 47 (40–54) 48 (41–58)

Male 58 (74%) 56 (70%)

Center for Diseases Control stage C 4 (5%) 2 (3%)

Nadir CD4 (cells/μL) 309 (215–415) 265 (198–377)

Zenith HIV RNA (log10 copies/mL) 4.9 (4.4–5.4) 4.8 (4.1–5.3)

Time since HIV diagnosis (years) 9 (4–18) 11 (6–19)

Duration on cART (years) 8 (3–15) 9 (5–17)

Previous lines of cART 4 (3–7) 5 (3–7)

Previous exposition to raltegravir and/or elvitegravir 13 (17%) 23 (29%)

Current CD4 count (cells/μL) 843 (669–1030) 790 (601–996)

Presence of a polymerase chain reaction signala 22 (28%) 20 (25%)

Variables are expressed as n (%) or median (interquartile range).

Abbreviations: cART, combined antiretroviral therapy; HIV, human immunodeficiency virus.
aA detectable but not quantifiable plasma HIV RNA.
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During the 48 weeks of the study, all grades and causalities 
of AEs were reported in 73.1% of the participants in the DTG 
monotherapy arm and in 81.3% in the DTG/ABC/3TC arm, of 
whom 6 (10.5%) and 8 (12.3%) were related to study drugs, re-
spectively (Table 3). One participant in the DTG/ABC/3TC arm 
discontinued study drugs for an AE (grade 2 mood disturbance). 
Serious AEs (SAEs) occurred less frequently, although not sig-
nificantly, in the DTG arm (6.4%) compared with the DTG/
ABC/3TC arm (16.3%; P =  .08). One SAE was possibly related 
to study drugs in each arm (spontaneous abortion and grade 4 
creatine kinase elevation in the DTG and DTG/ABC/3TC arms, 
respectively); none led to treatment discontinuation. No deaths 
or AIDS-defining events occurred during the study. Grade 3 or 
4 laboratory AEs were observed in 11.5% of patients in the DTG 
arm and 8.8% in the DTG/ABC/3TC arm (P = .61).

At week 48, changes from baseline regarding eGFR, total 
cholesterol, HDL cholesterol, and LDL cholesterol were not dif-
ferent between arms.

DISCUSSION

The MONCAY trial demonstrated that DTG monotherapy 
was not a valid option to maintain virological suppression over 
time in PLHIV with chronic infection on a successful DTG/

ABC/3TC regimen, even though it met noninferiority to DTG/
ABC/3TC at week 24. Indeed, DTG monotherapy led to a high 
incidence of VFs between week 24 and week 48, with a cumu-
lative incidence of 9.7% (95% CI, 2.8 to 16.6) at week 48. In 
the time-to-event analysis (Figure 3), the risk of virological 
failure was significantly higher in the DTG arm compared with 
the DTG/3TC/ABC arm, both clinically and statistically [2, 3]. 
Moreover, it favored the emergence of INSTI resistance that se-
verely compromised the further use of the class. In contrast, no 
VF occurred in patients who continued DTG/ABC/3TC. In ad-
dition, DTG monotherapy was only associated with a marginal 
safety advantage; despite a higher rate of SAEs on the triple arm, 
discontinuation for AEs occurred rarely and with no differences 
between arms.

Our findings are consistent with results of the DOMONO 
trial, the first randomized trial to evaluate DTG monotherapy 
as a maintenance strategy after various triple therapies [14]. 
The authors also reported noninferiority at week 24 whereas 
expanded follow-up showed additional VFs that led to pre-
mature study termination. Overall, 8 of 95 (8%) participants 
in DOMONO experienced VF, 3 of whom were found to have 
emergent mutations for the INSTI class [18]. Of note, our study 
enrolled more patients than DOMONO, as we designed the 
study with 90% power to demonstrate noninferiority compared 
with 80% power in DOMONO, and we prolonged follow-up of 
randomized groups until week 48, while in DOMONO, the out-
come of DTG monotherapy between week 24 and week 48 was 
compared with a nonrandomized contemporary group.

During the last decade, monotherapy has been extensively 
investigated with bPI; ritonavir-boosted lopinavir, daruna-
vir, and atazanavir were challenged as a maintenance therapy 
after a suppressive triple therapy. Overall, in a metaanalysis, 
bPI monotherapies also resulted in a higher risk of cumulative 
VFs compared with triple-therapy continuation [9]. However, 
in contrast to DTG monotherapy, there was no increased risk 
of class-emergent mutations at VF with bPI. Therefore, even 
though bPI monotherapy was not noninferior to triple therapy 
in the primary switch-equals-failure analysis, noninferiority 

Table 2. Characteristics of Virologic Failures in the Dolutegravir Arm

Participant 
No. Week at VF

CD4 Nadir 
(Cells/μL)

Prior Exposure to First- 
generation INSTI (Drug)

cART Duration Before Dolute-
gravir Monotherapy (Years)

Self-Reported 
Adherence at 
Week 4 (%)

Peak Human Immu-
nodeficiency Virus 
RNA (Copies/mL)

Integrase 
Sequencing 

at VF

1 24 231 No 11 100 84 No mutation

2 24 163 No 10 100 55 No mutation

3 29 197 Yes (raltegravir) 5 95 604 No mutation

4 36 252 No 19 100 46 300 S147G, 
N155H

5 36 200 No 2 95 110 No mutation

6 48 119 No 21 95 2230 R263Ka

7 48 118 No 4 100 626 No mutation

Abbreviations: cART, combined antiretroviral therapy; INSTI, integrase strand transfer inhibitor; VF, virologic failure. 
aParticipant 6 also had a mutation in the 3’ PPT region (G replaced by A in position 9076); its impact on resistance is currently unknown.

Figure 3. Virologic success, by treatment arm. Kaplan–Meier curve showing the 
proportion (%) of VF–free estimates from randomization to week 48 visit, according 
to the randomly assigned treatment arm. Abbreviations: 3TC, lamivudine; ABC, aba-
cavir; DTG, dolutegravir; VF, virologic failure.
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was reached in the intensification-included analysis where 
suppressive intensification with triple therapy was counted 
as success. Noteworthy, all participants who experienced VF 
during MONCAY (n = 7) and DOMONO (n = 8) were rapidly 
resuppressed after treatment intensification, which consisted of 
resuming the previous triple regimen in most cases (n = 12), 
adding a single nucleosidic reverse transcriptase inhibitor 
(NRTI; n = 1), or resuming the same 2 NRTIs while switching 
the third agent (from DTG to boosted darunavir, n = 2) [18].

In contrast with DTG-based triple therapy where emergence 
of resistance mutation has only rarely occurred in case of VF in 
INSTI-naive patients [19, 20], INSTI mutations were reported 
as soon as DTG was used as a monotherapy, first in observa-
tional cohorts then in randomized trials [14, 18, 21–27]. A wide 
set of mutations have been described in this setting (E92Q, 
T97A, G118R, E138K, G140A/S, S147G, Q148K/H/R, N155H, 
S230R, R263K), some of which have not been described be-
fore DTG monotherapy [18, 27, 28]. These mutations were 
detected at various times of DTG monotherapy (ranging from 
4 to 60 weeks) and whatever the patients were previously naive 
of INSTI, exposed to first generation of INSTI (raltegravir or 
elvitegravir) or DTG-based triple therapy. In most cases, these 
mutations were likely emerging as patients were INSTI naive 
and/or had evidence of wild-type virus (in HIV-1 RNA and/
or DNA) before initiating DTG monotherapy. Additionally, 
mutations outside the integrase gene (in the 3’ PPT region) 
were recently described, both in vitro and ex vivo (from a 
failing participant in DOMONO who had no INSTI mutation) 
that conferred resistance to all currently used INSTIs [18, 29]. 
In MONCAY we also described a participant with VF who 
had a mutation in the 3’ PPT region (G replaced by A in posi-
tion 9076). Its impact on resistance is currently unknown and 
under further investigation. In contrast to the one reported in 
DOMONO, our mutation was found in addition to the R263K 
that already conferred resistance to all INSTIs. Together, results 
from monotherapy studies suggest that the genetic barrier to 

DTG is not optimal and that such use should be definitively 
discouraged. This is of major clinical relevance, given the high 
importance of DTG in today’s antiretroviral armamentarium 
and the high efficacy and barrier to resistance when used in 
combination with 1 or 2 other antiretrovirals. In a recent meta-
analysis that included 8 studies where participants (n = 251) 
were switched to DTG monotherapy and 14 studies where par-
ticipants (n = 1670) were switched to DTG-based dual thera-
pies, the incidence of VF was 8.9% (95% CI, 4.7–16.2) vs 0.7% 
(95% CI, 0.4–1.3) at week 48, respectively [28]. Importantly, 9 
of 16 (56%) participants with VF developed INSTI mutations 
in the DTG monotherapy group, whereas there were none in 
the DTG-based dual therapy group.

The mechanism(s) that lead to VF during DTG monotherapy 
remains unclear. In the 2 randomized trials where participants 
were highly selected and long-term suppressed, there was nei-
ther evidence of poor adherence to the treatment, as assessed by 
self-reported questionnaires and DTG concentration at failure, 
nor potential drug–drug interactions [14]. In MONCAY, as par-
ticipants were naive of INSTI or had never failed while on an 
INSTI-based triple therapy and had no evidence of any INSTI 
mutation at baseline, it is unlikely that DTG monotherapy 
selected a dominant virus resistant to INSTI. Nevertheless, only 
ultradeep sequencing detects minority variants, and these tests 
were not performed at baseline. In this regard, Wijting et al pro-
posed that a stochastic reactivation of a single cell harboring a 
preexistent provirus containing INSTI mutations could lead to 
VF [18]. Inhibiting HIV replication with only 1 antiretroviral 
has consistently led to increased risk of VF and emergence of 
resistance, and DTG is no exception to this rule. Other mech-
anisms could be involved, such as low DTG concentrations in 
sanctuaries, in particular with lymph nodes, leading to subop-
timal inhibition of viral replication in this compartment [30]. 
It has also been suggested that a lower CD4 nadir and a higher 
HIV-1 DNA load in peripheral blood mononuclear cells are as-
sociated with VF [31].

Table 3. Adverse Events

Events 
Dolutegravir Arm 

(n = 78)
Dolutegravir/Abacavir/Lamivudine Arm 

(n = 80) P Value

Participant with any AE 57 (73.1) 65 (81.3) .26

AE related to study drug 6 (7.7) 8 (10.0) .78

AE leading to trial discontinuationa 0 1 (1.3) 1

Participant with any SAE 5 (6.4) 13 (16.3) .08

All SAEs 5 (6.4) 15 (18.8) .03

SAE related to study drugb 1 (1.3) 1 (1.3) 1

SAE leading to trial discontinuation 0 0 …

Any grade 3–4 laboratory abnormality 9 (11.5) 7 (8.8) .61

Variables are expressed as n (%). 

Abbreviations: AE, adverse event; SAE, serious adverse event.
aDolutegravir/abacavir/lamivudine arm: mood disturbance, discontinuation at week 4.
bDolutegravir/abacavir/lamivudine arm: grade 4 creatine kinase elevation; dolutegravir arm: spontaneous abortion.
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We are aware of limitations to our study. First, the study 
was open label. Second, a 12% noninferiority margin could 
be viewed as too large compared with current methodolog-
ical standards. Third, one advantage of less-drug regimens over 
triple therapy is to reduce toxicity and costs [7, 32, 33], but the 
short follow-up we provided was unlikely to show significant 
differences between treatment arms, if any. Fourth, our inclu-
sion criteria did not specify markers of viral reservoir, such as 
HIV-DNA, which may influence the efficacy of maintenance 
strategies.

A main lesson from monotherapy studies (including ours) is 
that a short-term endpoint (ie, 24 weeks) is certainly not pre-
dictive of sustained virological suppression. HIV infection is a 
lifelong disease that requires a lifelong antiretroviral efficacy. 
Our study perfectly illustrates that no definitive conclusion or 
change in clinical practice should be made based on short-term 
results, especially for new combinations and/or less-drug reg-
imens. Durability of virologic suppression should become an 
essential prerequisite before changing the paradigm of antire-
troviral therapy.

In conclusion, this 48-week, randomized, controlled study 
provides evidence that DTG monotherapy confers high risk 
of VF and of emergence of INSTI resistance. Therefore, this 
strategy should be definitely abandoned among people living 
with chronic HIV infection.
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