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Background. Fostemsavir, a first-in-class attachment inhibitor that binds to the viral envelope protein gp120, is approved for 
heavily treatment-experienced persons with HIV-1 with limited treatment options. We explored changes in immunologic and 
coagulopathy parameters in the BRIGHTE study: a phase 3 trial that evaluated fostemsavir plus optimized background therapy 
in heavily treatment-experienced adults with multidrug-resistant HIV-1.

Methods. CD4+ T-cell count, CD4+/CD8+ ratio, soluble CD14, soluble CD163, and D-dimer levels were measured through 96 
weeks in participants with 1 or 2 fully active antiretroviral agents available at screening. No formal statistical analyses were 
performed.

Results. Among 272 participants, increases were observed from baseline to week 96 in CD4+ T-cell count (mean increase, +205 
cells/mm3) and CD4+/CD8+ ratio (mean increase, +0.24). The proportion of observed participants with a CD4+/CD8+ ratio ≥0.45 
increased from 9% (25/272) at baseline to 40% (85/213) at week 96. From baseline to week 96, we also observed trends toward 
decreases in the following (mean [SD] change): soluble CD14, −738.2 (981.8) µg/L; soluble CD163, −138.0 (193.4) µg/L; and 
D-dimer, −0.099 (0.521) mg/L fibrinogen-equivalent units. Decreases in biomarkers were generally observed among subgroups 
by baseline disease characteristics, virologic response, and CD4+ T-cell count.

Conclusions. These data suggest that heavily treatment-experienced persons with multidrug-resistant HIV-1 treated with 
fostemsavir + optimized background therapy may have improvements in immune parameters, including markers of monocyte 
activation and coagulopathy.
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Despite viral suppression with antiretroviral therapy (ART), 
persons with HIV have a higher risk of non–AIDS-defining 
events, such as cardiovascular disease, neurocognitive impair-
ment, and cancer, as well as increased mortality, as compared 
with the general population [1–4]. While multiple factors con-
tribute to this increased risk, residual inflammation and im-
mune activation, even in the absence of detectable viremia, 
are considered among the major driving factors [5]. This low- 
grade inflammatory state is characterized by persistently elevat-
ed levels of monocyte/macrophage activation, represented by 

elevated concentrations of soluble CD14 (sCD14) and soluble 
CD163 (sCD163) [6–8], and residual coagulopathy, represent-
ed by elevated D-dimer levels [9, 10], among other biomarkers. 
Moreover, levels of these biomarkers correlate with morbidity 
and mortality in persons with HIV, even in the context of sup-
pressive ART [7–11]. Heavily treated multidrug-resistant 
(MDR) disease or incomplete virologic control is particularly 
associated with higher residual inflammation [12–14].

Fostemsavir, the prodrug of temsavir, is a first-in-class at-
tachment inhibitor approved for use in combination with other 
antiretrovirals (ARVs) in adults with MDR HIV-1 who are oth-
erwise unable to construct a suppressive regimen [15–17]. At 
week 96 of the phase 3 BRIGHTE study—which evaluated fos-
temsavir in combination with optimized background therapy 
(OBT) in heavily treatment-experienced (HTE) adults with 
MDR HIV-1—60% of participants with 1 or 2 fully active 
ARVs achieved virologic suppression (HIV-1 RNA <40 
copies/mL; Snapshot analysis) [18]. Robust immune reconsti-
tution was also observed, with a mean increase in CD4+ 
T-cell count of +205 cells/mm3.

Temsavir binds near the CD4 binding site of HIV-1 gp120 
and allosterically prevents the conformational changes in 
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gp120 necessary for it to stably bind to CD4, thereby inhibiting 
HIV-1 attachment to target cells [19, 20]. Available evidence 
suggests that the continual inflammatory state associated with 
HIV may be partially mediated by gp120 that persists despite 
virologic suppression [21, 22]. With its ability to obstruct 
membrane-associated and soluble gp120 binding to CD4, tem-
savir may modulate systemic inflammation in addition to its 
antiviral effect. In a phase 2b study, adults with HIV-1 treated 
with fostemsavir-based regimens had more substantive and 
consistent decreases in sCD14 concentrations as compared 
with those treated with a boosted protease inhibitor–based reg-
imen, even though virologic suppression rates and CD4+ T-cell 
count increases were similar between groups [23]. Here, we ex-
plored the immunologic response to fostemsavir + OBT and 
changes in sCD14, sCD163, and D-dimer levels in BRIGHTE 
participants after 96 weeks.

METHODS

Study Design

BRIGHTE (ClinicalTrials.gov identifier, NCT02362503) is an 
ongoing, 2-cohort, phase 3 clinical trial at 108 investigational 
sites across Africa, Asia-Pacific, Europe, North America, and 
South America. Participants were HTE adults (aged ≥18 years) 
whose current ART regimen (HIV-1 RNA ≥400 copies/mL) 
was failing with ≤2 fully active and approved ARVs available 
at screening. Participants with 1 or 2 fully active ARVs remain-
ing were assigned to the randomized cohort (RC), whereas 
those with no fully active ARVs remaining were assigned to 
the non-randomized cohort (NRC). The RC was termed as 
such because participants were randomly assigned 3:1 in a 
double-blind manner to receive either fostemsavir (600 mg 
twice daily) or placebo in combination with their current failing 
regimen for 8 days before transitioning to open-label fostemsa-
vir + OBT. This short-term placebo-controlled efficacy assess-
ment is consistent with guidance for the clinical development 
of ARVs for people with MDR HIV-1 who are HTE [24, 25]. 
Standard noninferiority trials may not be feasible in people 
with MDR HIV-1 who are HTE due to a lack of an appropriate 
active control. Furthermore, this population often requires use 
of individualized background therapy, and longer-term 
placebo-controlled comparisons are not appropriate as contin-
ued use of an unmodified failing regimen increases the risk of 
emergent ARV resistance [24].

The primary end point was mean change in log10 HIV-1 
RNA at day 8 in the RC. The NRC received open-label fostem-
savir + OBT starting on day 1. Before week 24, protocol-defined 
virologic failure was defined as either of the following: 

• Confirmed (or last available before discontinuation) 
HIV-1 RNA ≥400 copies/mL after confirmed suppression 
to <400 copies/mL

• Confirmed (or last available before discontinuation) in-
crease >1 log10 copies/mL in HIV-1 RNA above nadir, 
where nadir is ≥40 copies/mL

At or after week 24, protocol-defined virologic failure was 
defined as confirmed (or last available before discontinuation) 
HIV-1 RNA ≥400 copies/mL. Detailed descriptions of the 
BRIGHTE study design have been published [18, 26].

Key secondary objectives included change from baseline in 
CD4+ T-cell count and CD4+/CD8+ ratio at weeks 24, 48, 
and 96 in the cohort with 1 or 2 fully active ARVs at baseline 
(RC). CD4+/CD8+ ratio is a marker of risk of non– 
AIDS-related morbidity and mortality, independent of CD4+ 
T-cell count [27]. CD4+/CD8+ ratio <0.3 is associated with a 
significantly higher risk of severe non–AIDS-defining events 
or death as compared with CD4+/CD8+ ratio >0.45; thus, a ra-
tio ≥0.45 was used as a cutoff in the current study. An explor-
atory end point assessed the impact of fostemsavir + OBT on 
the serum and plasma concentrations of sCD14, sCD163, and 
D-dimer in the RC. Biomarker data were collected at baseline 
and weeks 12, 24, 48, and 96, and the protocol was amended 
to allow for biomarker collection beyond week 96. Samples 
for biomarker analysis were not collected from the NRC.

Patient Consent Statement

The BRIGHTE study was conducted in accordance with the 
laws and guidelines established in the 2008 Declaration of 
Helsinki. Approval and oversight were provided by national 
or regional institutional review boards or ethics committees. 
All participants provided written informed consent before ini-
tiation of any study procedures.

Analyses

Participant serum or plasma samples were sent to centralized lo-
cations for testing: ICON Laboratory Services for sCD14 and 
D-dimer and Myriad RBM for sCD163. Soluble CD14 concen-
trations were determined by a quantitative sandwich enzyme im-
munoassay (Quantikine Human sCD14 Immunoassay; R&D 
Systems Inc) with a reference range of 800 to 3200 µg/L. 
Soluble CD163 concentrations were evaluated with xMAP 
Technology (Luminex Corporation), a fluorescence-based assay 
with microspheres coated with sCD163-specific capture reagents 
and a secondary antibody labeled with a fluorescent reporter 
molecule. Reference values for sCD163 were not available. 
D-dimer levels were measured with a photometric-based assay 
(STA-Liatest D-Di; Diagnostica Stago SAS), with a reference val-
ue <0.500 mg/L fibrinogen-equivalent units. CD4+ and CD8+ 
T-cell counts and percentages were assessed by flow cytometry. 
Biomarkers were evaluated post hoc across subgroups by week 
96 clinical outcomes (virologic response, change from baseline 
in CD4+ T-cell count, and protocol-defined virologic failure), 
baseline disease characteristics (HIV-1 RNA, CD4+ T-cell count, 
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and number of fully active agents in initial OBT), and baseline 
demographics (age, sex, race, and geographic region). No formal 
statistical analyses were performed.

RESULTS

Study Population

Overall, 272 participants were included in the intention-to-treat– 
exposed population in the cohort with 1 or 2 fully active ARVs at 
baseline. Participants were primarily White (68%) and male 

(74%) with a median age of 48 years (Table 1). At baseline, me-
dian (range) CD4+ T-cell count was 100 (0–1160) cells/mm3, 
and mean (SD) CD4+ T-cell count was 152 (182) cells/mm3. 
Of 272 participants, 199 (73%) had a CD4+ T-cell count <200 
cells/mm3, and 97 (36%) had a CD4+ T-cell count <50 cells/ 
mm3; 212 (78%) had a CD4+/CD8+ ratio <0.30. Median (range) 
viral load was 4.66 (1.59–6.91) log10 copies/mL. When the open- 
label fostemsavir + OBT period began, 142 (52%) and 114 (42%) 
participants had 1 and 2 fully active ARVs available in their ini-
tial OBT, respectively. The remaining 16 (6%) participants had 0 
fully active ARVs available in their initial OBT, with 6 having ≥1 
fully active ARV at screening but no fully active ARVs in their 
initial OBT, 5 having no fully active ARVs at screening and as-
signment to the RC in error, and 5 having discontinued the study 
during the double-blind period before starting OBT. The most 
common agents in the initial OBT were dolutegravir (84%), em-
tricitabine or lamivudine (50%), darunavir (49%), and tenofovir 
disoproxil fumarate (42%; Supplementary Table 1).

Immunologic Response

Through week 96, participants with 1 or 2 fully active ARVs at 
baseline had an increase in CD4+ T-cell count (baseline mean, 
152 cells/mm3; mean change from baseline, +205 cells/mm3) 
and CD4+/CD8+ ratio (baseline mean, 0.20; mean change from 
baseline, +0.24; Figure 1A and 1B), as previously reported [18]. 
Numeric increases were observed across all baseline CD4+ 
T-cell count subgroups, including participants with baseline 
CD4+ T-cell count <20 cells/mm3 (baseline mean, 6 cells/mm3; 
mean change from baseline, +240 cells/mm3; Figure 1C). 
Moreover, the proportion of observed participants with a CD4 
+/CD8+ ratio >0.45 increased from 9% (25/272) at baseline to 
40% (85/213) at week 96. Numeric increases in mean CD4+ 
T-cell count were also observed through 96 weeks among partic-
ipants with HIV-1 RNA <400 copies/mL by Snapshot analysis 
(baseline mean, 186 cells/mm3; mean change from baseline to 
week 96, +221 cells/mm3) and among those with HIV-1 RNA 
≥400 copies/mL by Snapshot analysis (baseline mean, 77 cells/ 
mm3; mean change from baseline to week 96, +130 cells/mm3; 
Figure 1D).

Changes in sCD14, sCD163, and D-dimer

In the observed analysis, numeric decreases from baseline were 
observed in all 3 biomarkers evaluated through week 96 
(Figure 2). Mean (SD) change from baseline in sCD14 
was −738.2 (981.8) µg/L; in sCD163, −138.0 (193.4) µg/L; and 
in D-dimer, −0.099 (0.521) mg/L fibrinogen-equivalent units. 
Changes in each biomarker were generally similar across 
subgroups by demographics and baseline characteristics 
(Supplementary Figures 1 and 2), although there were small 
numbers of participants in some subgroups. D-dimer levels nu-
merically increased at weeks 24 and 48 in female participants, 

Table 1. Demographics and Baseline Disease Characteristics in the 
Randomized Cohort: ITT-E Population

Parameter Randomized Cohort (n = 272)

Sex: female 72 (26)

Age, y, median (range) 48 (18–73)

<35 61 (22)

35–49 101 (37)

≥50 110 (40)

Race

White 185 (68)

Black or African American 60 (22)

American Indian or Alaska Native 7 (3)

Asian 2 (<1)

Native Hawaiian or other Pacific Islander 1 (<1)

Other racesa 17 (6)

CD4+ T-cell count, cells/mm3, median (range) 100 (0–1160)

<20 72 (26)

20 to <50 25 (9)

50 to <100 39 (14)

100 to <200 63 (23)

≥200 73 (27)

CD4+/CD8+ ratio, mean (SD) 0.20 (0.24)

HIV-1 RNA, log10 copies/mL, median (range) 4.66 (1.59–6.91)

<1000 31 (11)

1000 to <10 000 44 (16)

10 000 to 100 000 117 (43)

≥100 000 80 (29)

History of AIDSb 231 (85)

No. of fully active available ARVs in initial OBT

0c 16 (6)

1 142 (52)

2 114 (42)

Biomarkers, mean (SD)

Soluble CD14, µg/Ld 2502.5 (1034.6)

Soluble CD163, µg/Le 545.2 (212.5)

D-dimer, mg/L FEUf 0.487 (0.379)

Data are presented as No. (%) unless noted otherwise.  

Abbreviations: ARV, antiretroviral; FEU, fibrinogen-equivalent units; ITT-E, intention to treat 
exposed; OBT, optimized background therapy.  
aIncludes mixed race (n = 14), Hispanic (n = 2), and North African (n = 1).  
bDetermined by nadir CD4+ T-cell count <200 cells/mm3 or report of AIDS on disease 
history case report form.  
cIncludes participants who discontinued the study during the double-blind period before 
starting OBT, those who had ≥1 fully active ARV at screening but no fully active ARVs in 
their initial OBT, and those who had no fully active ARVs at screening and were assigned 
to the randomized cohort in error.  
dn = 258.  
en = 256.  
fn = 259.
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although variability was high at these time points and then de-
clined below baseline levels at week 96.

Numeric improvements in biomarkers occurred among par-
ticipants with and without a virologic response (HIV-1 RNA 
<40 copies/mL) at week 96 (Figure 3A–C), in participants 
with or without protocol-defined virologic failure at week 96 
(Figure 3D–F), and across CD4+ T-cell count subgroups at 
week 96 (Figure 4), although some subgroups included small 
numbers of participants.

DISCUSSION

Treatment with fostemsavir + OBT resulted in increases in 
CD4+ T-cell count and CD4+/CD8+ ratio through week 96. 

Numeric increases in CD4+ T-cell count were observed regard-
less of baseline CD4+ T-cell count and week 96 virologic re-
sponse. We also observed trends toward improvements in 
biomarkers of monocyte/macrophage activation (sCD14 and 
sCD163) and coagulopathy (D-dimer), which are independent-
ly associated with increased risk of AIDS- and non– 
AIDS-related morbidity and mortality [7–11].

In the observed analysis, the proportion of participants with a 
CD4+/CD8+ ratio >0.45 increased from 9% to 40%, and the 
overall mean increase in CD4+ T-cell count was +205 cells/ 
mm3. Achieving a CD4+/CD8+ ratio ≥0.45 has been shown to 
be clinically significant [27, 28], and exceeding an absolute 
CD4+ T-cell count of 200 cells/mm3 reduces the risk of oppor-
tunistic infections and need for opportunistic infection 
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prophylaxis [29]. In alignment with this, a separate BRIGHTE 
analysis found that participants who achieved CD4+ T-cell 
counts ≥200 cells/mm3 at any time did not experience any 
new AIDS-defining events after week 48 and had lower rates 
of all-cause adverse events as compared with those who sus-
tained CD4+ T-cell counts <200 cells/mm3 [30].

Trends toward decreases in sCD14, sCD163, and D-dimer 
were also observed through 96 weeks, including participants 
with protocol-defined virologic failure at week 96 (n = 30 or 
31). These decreases were consistent with prior observations 
[31–33]. For example, in studies of participants who were 
ART naive and initiated first-generation integrase strand trans-
fer inhibitor–based ART and those who were virologically sup-
pressed and switched to dolutegravir-based ART from 3- or 
4-drug regimens, sCD14 decreased 5% to 16% from baseline 
at 48 or 96 weeks after treatment initiation or switch [31, 32, 
34]. Likewise, in a phase 2b study of fostemsavir, greater and 
dose-proportionate reductions in sCD14 were observed among 
participants who were integrase strand transfer inhibitor naive 
and received various doses of fostemsavir + raltegravir + teno-
fovir disoproxil fumarate as compared with those who received 
boosted atazanavir + raltegravir + tenofovir disoproxil fuma-
rate [23]. Furthermore, the 25% reduction in sCD163 in 
BRIGHTE was similar to observations in studies of participants 
who were ART naive and achieved virologic suppression and 
individuals who switched to second-line ART, in which mean 
sCD163 levels declined by ∼25% to 50% [31, 33]. Last, the 
20% decline in D-dimer concentration at week 96 is consistent 
with values observed in participants who were ART naive, who 
experienced mean decreases ranging from ∼20% to 50% 96 
weeks after treatment initiation [31]. In the BRIGHTE study, 
some subgroups (eg, female participants) showed changes in 
D-dimer levels that had considerable variability from baseline 
to week 96. This is likely attributable to the low numbers of par-
ticipants with available data at certain time points and the var-
ious factors known to influence D-dimer levels, including 
fluctuating estrogen levels and immune activation [35].

The potential clinical significance of our findings merits addi-
tional investigation. Results from previous studies have shown 
that individuals in the highest quartile of plasma sCD14 concen-
tration have a significantly increased risk of mortality (adjusted 
hazard ratio [aHR], 2.67; 95% CI, 1.55–4.61) [36]. Similarly, 
each quartile increase in sCD163 is associated with higher haz-
ards of mortality (aHR, 1.35; 95% CI, 1.13–1.63) [7], and each 
1-unit increase in D-dimer is associated with higher hazards of 
non-AIDS diseases (aHR, 1.43; 95% CI, 1.04–2.00) and compos-
ite events (non-AIDS diseases, AIDS, and death; aHR, 1.35; 95% 
CI, 1.03–1.77) [9]. This is particularly relevant in the BRIGHTE 
study population, which included a large proportion of persons 
with HIV-1 with very advanced disease; the severity of residual 
immune dysregulation may be more pronounced in those with 
more advanced disease despite achieving virologic suppression 
[37]. Thus, the biomarker changes observed in this study suggest 
a potential durable benefit of fostemsavir over a long period, in-
cluding potential improvements in those with advanced disease 
at treatment initiation. To date, no data on biomarker changes 
are available for ARVs recently approved for this population 
(eg, ibalizumab [38] and lenacapavir [39]).
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Figure 3. Mean change from baseline in soluble CD14, soluble CD163, and D-dimer by week 96: A–C, virologic response; D–F, PDVF status. a Low numbers of participants 
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FEU, fibrinogen-equivalent units; PDVF, protocol-defined virologic failure.

6 • OFID • Clark et al



Soluble gp120 is detectable in the plasma and tissues of some 
persons with HIV-1 on ART despite having undetectable viral 
loads [21, 22, 40]. This presence is associated with higher 

amounts of inflammatory and immunomodulatory cytokines, 
consistent with in vitro observations demonstrating that 
gp120 induces the secretion of proinflammatory cytokines 
and stimulates toll-like receptors due to their clustering with 
CCR5 and CXCR4 coreceptors [21, 40–43]. Additionally, indi-
viduals with subclinical cardiovascular disease who have de-
tectable levels of soluble gp120 and antibodies targeting a 
conserved CD4-induced epitope have larger atherosclerotic 
plaques, suggestive of a higher risk of cardiovascular disease 
[40]. The higher sCD14 levels observed in persons with 
HIV-1 may reflect the activation of monocytes by soluble 
gp120 [6, 44]. Higher amounts of monocyte-derived proin-
flammatory cytokines such as interleukin 6 and tumor necrosis 
factor α are also observed [43], which are by themselves associ-
ated with higher morbidity and mortality [10, 45]. However, 
gp120-monocyte interactions are only 1 of several mechanisms 
by which HIV-1 can elicit inflammation and immune activa-
tion [46, 47]. Furthermore, sCD14 and sCD163 are secreted 
by other myeloid cells [48]. Temsavir could have secondary ef-
fects on inflammation-associated comorbidities in persons 
with HIV-1 by blocking monocyte activation via soluble 
gp120. In support of this possibility, in vitro investigations 
have shown that temsavir can block cytokine bursts from 
monocytes exposed to soluble gp120 and that these cytokine 
bursts require gp120 engagement with CD4 [44]. Yet, these ob-
servations need to be confirmed by in vivo data.

Strengths of this study include the unique population of HTE 
persons with HIV-1 and the broad geographic representation of 
study participants. The primary limitations of this study are the 
lack of a control group and the absence of formal statistical anal-
yses. After an initial 8-day period, all participants received fos-
temsavir + OBT, prohibiting our ability to determine any direct 
effects of fostemsavir on inflammation and the immune re-
sponse beyond its antiviral effect. Furthermore, the assessed 
biomarkers can be influenced by non–HIV-related factors 
that were not accounted for in the analysis (eg, body mass index, 
comorbidities, adherence, coinfections). Biomarkers were not 
assessed in individuals with no fully active ARVs at baseline 
who initiated fostemsavir, and these data would be valuable. 
However, we previously reported improvements in CD4+ 
T-cell count and CD4+/CD8+ ratio through 96 weeks in this 
group [18]. Additional limitations include the exploratory na-
ture of the analysis, the small participant numbers in select sub-
groups, and the lack of diversity in the study population, which 
was primarily White and male. Yet, comparable changes in CD4 
+ T-cell count were observed across subgroups by age, race, and 
sex at birth in the BRIGHTE population [49]. HTE persons with 
HIV-1 may face challenges in maintaining adherence, but drug 
levels were not assessed and adherence was not evaluated be-
yond week 24.

Among participants with 1 or 2 fully active ARVs in their 
OBT at baseline in the BRIGHTE study, increases in CD4+ 
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T-cell count and CD4+/CD8+ ratio were observed through 
2 years of treatment with fostemsavir + OBT. This increase 
was coupled with a trend toward decreases in biomarkers of 
monocyte and macrophage activation and coagulation. 
Future research will aim to assess the changes in other bio-
markers of systemic inflammation in HTE persons with 
HIV-1 treated with fostemsavir + OBT, as well as the clinical 
relevance of these changes, and investigate the broader patho-
genic effects of gp120.

Supplementary Data
Supplementary materials are available at Open Forum Infectious Diseases 

online. Consisting of data provided by the authors to benefit the reader, the 
posted materials are not copyedited and are the sole responsibility of the 
authors, so questions or comments should be addressed to the correspond-
ing author.

Notes
Acknowledgments. The authors thank all BRIGHTE clinical trial partic-

ipants and their families and all BRIGHTE investigators. Editorial assis-
tance was provided under the direction of the authors by Marc Potempa, 
PhD, and Jennifer Rossi, MA, ELS, MedThink SciCom, and funded by 
ViiV Healthcare.

Author contributions. S. C. contributed to the design of the study. A. C., 
M. P., A. P., M. W., and F. D. contributed to the analysis of data. A. C., 
M. P., S. C., A. P., J. R. C.-M., M. W., F. D., and A. R. T. contributed to 
the interpretation of data. A. C., M. P., S. C., A. P., J. R. C.-M., M. W., 
and A. R. T. contributed to drafting the manuscript. A. C., M. P., S. C., 
A. P., J. R. C.-M., M. W., F. D., and A. R. T. contributed to critically revising 
the manuscript for important intellectual content. All authors approved the 
manuscript for publication.

Data availability statement. Anonymized individual participant data 
and study documents can be requested for further research from www. 
clinicalstudydatarequest.com.

Patient consent statement. The BRIGHTE study was conducted in ac-
cordance with the laws and guidelines established in the 2008 
Declaration of Helsinki. Approval and oversight were provided by national 
or regional institutional review boards or ethics committees. All partici-
pants provided written informed consent before initiation of any study 
procedures.

Financial support. This work was supported by ViiV Healthcare.
Potential conflicts of interest. A. C., M. P., S. C., A. P., J. R. C.-M., M. W., 

F. D., and A. R. T. are or were employees of ViiV Healthcare or GSK at the 
time of the analysis and may own stock in GSK.

References
1. Freiberg MS, Chang C-CH, Kuller LH, et al. HIV infection and the risk of acute 

myocardial infarction. JAMA Intern Med 2013; 173:614–22.
2. Harezlak J, Buchthal S, Taylor M, et al. Persistence of HIV-associated cognitive 

impairment, inflammation, and neuronal injury in era of highly active antiretro-
viral treatment. AIDS 2011; 25:625–33.

3. Chen C-H, Chung C-Y, Wang L-H, Lin C, Lin H-L, Lin H-C. Risk of cancer 
among HIV-infected patients from a population-based nested case-control study: 
implications for cancer prevention. BMC Cancer 2015; 15:133.

4. Aldaz P, Moreno-Iribas C, Egüés N, et al. Mortality by causes in HIV-infected 
adults: comparison with the general population. BMC Public Health 2011; 11:300.

5. Zicari S, Sessa L, Cotugno N, et al. Immune activation, inflammation, and 
non-AIDS co-morbidities in HIV-infected patients under long-term ART. 
Viruses 2019; 11:200.

6. Shive CL, Jiang W, Anthony DD, Lederman MM. Soluble CD14 is a nonspecific 
marker of monocyte activation. AIDS 2015; 29:1263–5.

7. Knudsen TB, Ertner G, Petersen J, et al. Plasma soluble CD163 level independent-
ly predicts all-cause mortality in HIV-1-infected individuals. J Infect Dis 2016; 
214:1198–204.

8. McKibben RA, Margolick JB, Grinspoon S, et al. Elevated levels of monocyte ac-
tivation markers are associated with subclinical atherosclerosis in men with and 
those without HIV infection. J Infect Dis 2015; 211:1219–28.

9. Freiberg MS, Bebu I, Tracy R, et al. D-dimer levels before HIV seroconversion re-
main elevated even after viral suppression and are associated with an increased 
risk of non-AIDS events. PLoS One 2016; 11:e0152588.

10. Grund B, Baker JV, Deeks SG, et al. Relevance of interleukin-6 and D-dimer for 
serious non-AIDS morbidity and death among HIV-positive adults on suppres-
sive antiretroviral therapy. PLoS One 2016; 11:e0155100.

11. Sandler NG, Wand H, Roque A, et al. Plasma levels of soluble CD14 independent-
ly predict mortality in HIV infection. J Infect Dis 2011; 203:780–90.

12. Macatangay BJ, Yang M, Sun X, et al. Brief report: changes in levels of inflamma-
tion after antiretroviral treatment during early HIV infection in AIDS Clinical 
Trials Group Study A5217. J Acquir Immune Defic Syndr 2017; 75:137–41.

13. Kuller LH, Tracy R, Belloso W, et al. Inflammatory and coagulation biomarkers 
and mortality in patients with HIV infection. PLoS Med 2008; 5:e203.

14. Musinguzi N, Castillo-Mancilla J, Morrow M, et al. Antiretroviral therapy adher-
ence interruptions are associated with systemic inflammation among Ugandans 
who achieved viral suppression. J Acquir Immune Defic Syndr 2019; 82:386–91.

15. Rukobia [prescribing information]. Durham, NC: ViiV Healthcare, 2024.
16. Rukobia [summary of product characteristics]. Amersfoort, Netherlands: ViiV 

Healthcare BV, 2023.
17. Rukobia [product monograph]. Montréal, Canada: ViiV Healthcare ULC, 2023.
18. Lataillade M, Lalezari JP, Kozal M, et al. Safety and efficacy of the HIV-1 attach-

ment inhibitor prodrug fostemsavir in heavily treatment-experienced individuals: 
week 96 results of the phase 3 BRIGHTE study. Lancet HIV 2020; 7:e740–51.

19. Pancera M, Lai Y-T, Bylund T, et al. Crystal structures of trimeric HIV envelope 
with entry inhibitors BMS-378806 and BMS-626529. Nat Chem Biol 2017; 13: 
1115–22.

20. Munro JB, Gorman J, Ma X, et al. Conformational dynamics of single HIV-1 en-
velope trimers on the surface of native virions. Science 2014; 346:759–63.

21. Rychert J, Strick D, Bazner S, Robinson J, Rosenberg E. Detection of HIV gp120 
in plasma during early HIV infection is associated with increased proinflamma-
tory and immunoregulatory cytokines. AIDS Res Hum Retroviruses 2010; 26: 
1139–45.

22. Santosuosso M, Righi E, Lindstrom V, Leblanc PR, Poznansky MC. HIV-1 en-
velope protein gp120 is present at high concentrations in secondary lymphoid 
organs of individuals with chronic HIV-1 infection. J Infect Dis 2009; 200: 
1050–3.

23. Wonderlich ER, Prakash M, Clark A, et al. Early and durable reductions in soluble 
CD14 concentrations among treatment-experienced persons with HIV-1 through 
96 weeks of fostemsavir treatment in a phase 2b clinical trial. Presented at: 19th 
European AIDS Conference; 18–21 October 2023; Warsaw, Poland.

24. Mani N, Murray J, Gulick RM, et al. Novel clinical trial designs for the develop-
ment of new antiretroviral agents. AIDS 2012; 26:899–907.

25. US Department of Health and Human Services, Food and Drug Administration, 
Center for Drug Evaluation and Research. Human immunodeficiency virus-1 in-
fection: developing antiretroviral drugs for treatment. Available at: https://www. 
fda.gov/files/drugs/published/Human-Immunodeficiency-Virus-1-Infection– 
Developing-Antiretroviral-Drugs-for-Treatment.pdf. Accessed 9 July 2024.

26. Kozal M, Aberg J, Pialoux G, et al. Fostemsavir in adults with multidrug-resistant 
HIV-1 infection. N Engl J Med 2020; 382:1232–43.

27. Mussini C, Lorenzini P, Cozzi-Lepri A, et al. CD4/CD8 ratio normalisation and 
non-AIDS-related events in individuals with HIV who achieve viral load suppres-
sion with antiretroviral therapy: an observational cohort study. Lancet HIV 2015; 
2:e98–106.

28. Han WM, Apornpong T, Kerr SJ, et al. CD4/CD8 ratio normalization rates and 
low ratio as prognostic marker for non-AIDS defining events among long-term 
virologically suppressed people living with HIV. AIDS Res Ther 2018; 15:13.

29. Panel on Guidelines for the Prevention and Treatment of Opportunistic 
Infections in Adults and Adolescents With HIV. Guidelines for the prevention 
and treatment of opportunistic infections in adults and adolescents with HIV. 
Available at: https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/ 
adult-adolescent-oi/guidelines-adult-adolescent-oi.pdf. Accessed 16 April 2024

30. Llibre JM, Aberg JA, Walmsley S, et al. Long-term safety and impact of immune 
recovery in heavily treatment-experienced adults receiving fostemsavir for up to 
5 years in the phase 3 BRIGHTE study. Front Immunol 2024; 15:1394644.

31. Kelesidis T, Tran TTT, Stein JH, et al. Changes in inflammation and immune ac-
tivation with atazanavir-, raltegravir-, darunavir-based initial antiviral therapy: 
ACTG 5260s. Clin Infect Dis 2015; 61:651–60.

32. Llibre JM, Cahn PE, Lo J, et al. Changes in inflammatory and atherogenesis bio-
markers with the 2-drug regimen dolutegravir plus lamivudine in antiretroviral 
therapy-experienced, virologically suppressed people with HIV-1: a systematic lit-
erature review. Open Forum Infect Dis 2022; 9:ofac068.

8 • OFID • Clark et al

http://academic.oup.com/ofid/article-lookup/doi/10.1093/ofid/ofae469#supplementary-data
http://www.clinicalstudydatarequest.com
http://www.clinicalstudydatarequest.com
https://www.fda.gov/files/drugs/published/Human-Immunodeficiency-Virus-1-Infection--Developing-Antiretroviral-Drugs-for-Treatment.pdf
https://www.fda.gov/files/drugs/published/Human-Immunodeficiency-Virus-1-Infection--Developing-Antiretroviral-Drugs-for-Treatment.pdf
https://www.fda.gov/files/drugs/published/Human-Immunodeficiency-Virus-1-Infection--Developing-Antiretroviral-Drugs-for-Treatment.pdf
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/adult-adolescent-oi/guidelines-adult-adolescent-oi.pdf
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/adult-adolescent-oi/guidelines-adult-adolescent-oi.pdf


33. Burdo TH, Lentz MR, Autissier P, et al. Soluble CD163 made by monocyte/mac-
rophages is a novel marker of HIV activity in early and chronic infection prior to 
and after anti-retroviral therapy. J Infect Dis 2011; 204:154–63.

34. Hileman CO, Kinley B, Scharen-Guivel V, et al. Differential reduction in mono-
cyte activation and vascular inflammation with integrase inhibitor-based initial 
antiretroviral therapy among HIV-infected individuals. J Infect Dis 2015; 212: 
345–54.

35. Borges AH, O’Connor JL, Phillips AN, et al. Factors associated with D-dimer lev-
els in HIV-infected individuals. PLoS One 2014; 9:e90978.

36. Wada NI, Bream JH, Martínez-Maza O, et al. Inflammatory biomarkers and mor-
tality risk among HIV-suppressed men: a multisite prospective cohort study. Clin 
Infect Dis 2016; 63:984–90.

37. Hunt PW, Lee SA, Siedner MJ. Immunologic biomarkers, morbidity, and mortal-
ity in treated HIV infection. J Infect Dis 2016; 214(suppl 2):S44–50.

38. Trogarzo [prescribing information]. Montréal, Canada: Theratechnologies Inc, 
2023.

39. Sunlenca [prescribing information]. Foster City, CA: Gilead Sciences, Inc, 2022.
40. Benlarbi M, Richard J, Bourassa C, et al. Plasma human immunodeficiency virus 1 

soluble glycoprotein 120 association with correlates of immune dysfunction and 
inflammation in antiretroviral therapy–treated individuals with undetectable vi-
remia. J Infect Dis 2024; 229:763–74.

41. Nazli A, Kafka JK, Ferreira VH, et al. HIV-1 gp120 induces TLR2- and 
TLR4-mediated innate immune activation in human female genital epithelium. 
J Immunol 2013; 191:4246–58.

42. Del Cornò M, Cappon A, Donninelli G, Varano B, Marra F, Gessani S. HIV-1 
gp120 signaling through TLR4 modulates innate immune activation in human 
macrophages and the biology of hepatic stellate cells. J Leukoc Biol 2016; 100: 
599–606.

43. Levast B, Barblu L, Coutu M, et al. HIV-1 gp120 envelope glycoprotein determi-
nants for cytokine burst in human monocytes. PLoS One 2017; 12:e0174550.

44. Richard J, Prévost J, Bourassa C, et al. Temsavir blocks the immunomodulatory 
activities of HIV-1 soluble gp120. Cell Chem Biol 2023; 30:540–52.

45. Streeck H, Maestri A, Habermann D, et al. Dissecting drivers of immune activa-
tion in chronic HIV-1 infection. EBioMedicine 2022; 83:104182.

46. Appay V, Sauce D. Immune activation and inflammation in HIV-1 infection: 
causes and consequences. J Pathol 2008; 214:231–41.

47. Attia H, El Nagdy M, Abdel Halim RM. Preliminary study of sCD14 and sCD163 
as predictors of disease severity and ICU admission in COVID-19: relation to he-
matological parameters, blood morphological changes and inflammatory bio-
markers. Mediterr J Hematol Infect Dis 2023; 15:e2023046.

48. Gómez-Rial J, Currás-Tuala MJ, Rivero-Calle I, et al. Increased serum levels of 
sCD14 and sCD163 indicate a preponderant role for monocytes in COVID-19 
immunopathology. Front Immunol 2020; 11:560381.

49. Dyson A, Aberg JA, Molina J-M, et al. Durable efficacy and robust CD4+ T-cell 
count improvement observed across age, race, sex, and geographic subgroups 
of heavily treatment-experienced people with multidrug-resistant HIV-1 after 
240 weeks of fostemsavir treatment. Presented at: IDWeek 2023; 11–15 October 
2023; Boston, MA.

Biomarkers After Fostemsavir Treatment • OFID • 9


	Inflammatory Biomarker Reduction With Fostemsavir Over 96 Weeks in Heavily Treatment-Experienced Adults With Multidrug-Resistant HIV-1 in the BRIGHTE Study
	METHODS
	Study Design
	Patient Consent Statement
	Analyses

	RESULTS
	Study Population
	Immunologic Response
	Changes in sCD14, sCD163, and D-dimer

	DISCUSSION
	Supplementary Data
	Notes
	References


