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Abstract

Background: Antiretroviral therapy (ART) and pre-exposure prophylaxis (PrEP) reduce HIV-1 transmission within
heterosexual HIV-1 serodiscordant couples. Prioritizing couples at highest HIV-1 transmission risk for ART and PrEP
would maximize impact and minimize costs.

Methods: The Partners Demonstration Project is an open-label, delivery study of integrated PrEP and ART for HIV-1
prevention among high risk HIV-1 serodiscordant couples in Kenya and Uganda. We evaluated the feasibility of
using a validated risk score that weighs a combination of easily measurable factors (age, children, marital status,
male circumcision status, condom use, plasma HIV-1 levels) to identify couples at highest risk for HIV-1 transmission
for enrollment. Couples scoring ≥5 met the risk score eligibility criteria.

Results: We screened 1694 HIV-1 serodiscordant couples and enrolled 1013. Of the screened couples, 1331 (78.6 %)
scored ≥5 (with an expected incidence >3 % per year) and 76 % of these entered the study. The median age of
the HIV-1 uninfected partner was 29 years [IQR 26, 36] and 20 % were <25 years of age. The HIV-1 uninfected
partner was male in 67 % of partnerships, 33 % of whom were uncircumcised, 57 % of couples had no children,
and 65 % reported unprotected sex in the month prior to enrollment. Among HIV-1 infected partners, 41 % had
plasma viral load >50,000 copies/ml.

Conclusion: A risk scoring tool identified HIV-1 serodiscordant couples for a demonstration project of PrEP and ART
with high HIV-1 risk. The tool may be feasible for research and public health settings to maximize efficiency and
minimize HIV-1 prevention costs.
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Background
In sub-Saharan Africa, heterosexual HIV-1 serodiscordant
couples account for a substantial proportion of new HIV-
1 infections [1–3]. Randomized clinical trials have pro-
vided definitive evidence that antiretroviral treatment
(ART) for HIV-1 infected persons [4] and pre-exposure
prophylaxis (PrEP) for HIV-1 uninfected persons are

highly efficacious in decreasing HIV-1 transmission risk
within HIV-1 serodiscordant partnerships [5]. Mathemat-
ical modeling studies have found that providing HIV-1
serodiscordant couples with antiretroviral prevention in-
terventions may have a significant impact on the HIV-1
epidemic [6]. Delivery of antiretroviral based HIV-1 pre-
vention interventions, particularly in resource-constrained
settings, must target those at highest risk for HIV-1, which
would achieve maximal public health benefit in a cost-
effective manner [7–9].
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We previously developed and validated an empiric risk
scoring tool to identify highest-risk HIV-1 serodiscordant
African heterosexual couples using data from 8500 stable
HIV-1 serodiscordant African couples enrolled in three
prospective studies [10]. The score is composed of vari-
ables that are easily measurable in clinical settings includ-
ing whether the couple had any unprotected sex in the
prior month, the number of children in the partnership,
marital status, age of the HIV-1 uninfected partner, cir-
cumcision status of HIV-1 uninfected male partners, and
plasma HIV-1 RNA concentrations in the HIV-1 infected
partner (Fig. 1). Additional variables such as gender, dur-
ation of partnership, hormonal contraception use and
CD4 count were considered for the scoring tool but these
were less predictive of HIV-1 transmission risk than the
included factors. The maximum score is 12 and a score of
0–2 has an anticipated HIV-1 incidence of <1 % per year,
3–4 has an anticipated incidence of approximately 2 % per
year, and a score ≥5 has an anticipated HIV-1 incidence of
>3 % per year [10]. In the present analysis, we assessed the
ability of the HIV-1 risk score to identify higher-risk HIV-
1 serodiscordant couples for recruitment into a prospect-
ive study delivering ART and PrEP for HIV-1 prevention
in Kenya and Uganda.

Methods
Study design
The Partners Demonstration Project is a prospective,
open-label cohort study of the delivery of antiretroviral-
based HIV-1 prevention to high-risk HIV-1 serodiscor-
dant couples in four sites in Kenya and Uganda. HIV-1 in-
fected partners are offered ART according to the national
ART initiation guidelines which, as of 2014, recommend
ART for all HIV-1 infected partners in serodiscordant
couples, regardless of CD4 count [11]. PrEP is offered to

the HIV-1 uninfected partner prior to and for the first
6 months after ART initiation by the infected partner, at
which time viral suppression is expected.

Recruitment and participant selection
Between November 2012 and August 2014, HIV-1 sero-
discordant couples were recruited for the Partners Dem-
onstration Project from HIV-1 voluntary counseling and
testing (VCT) centers, HIV-1 care providers, programs
for prevention of mother-to-child HIV-1 transmission
(PMTCT) services, and community promotion activities
for couples’ VCT. Enrollment was completed in August
2014. At the screening visit, demographic and behavioral
information were collected via interviewer-administered
standardized questionnaires. Screening laboratory tests
included repeat HIV-1 testing for both partners follow-
ing the national HIV-1 testing algorithms, serum cre-
atinine and hepatitis B surface antigen (HBsAg) for HIV-
1 uninfected partners, and CD4 count and plasma HIV-
1 RNA concentrations for HIV-1 infected partners.
Based on data collected during screening, we computed

the HIV-1 risk score for all HIV-1 serodiscordant couples;
couples with a risk score ≥5 met the study eligibility criteria.
Couples who had a HIV-1 risk score below the “high risk”
cutoff (<5) were counseled about the prevalence and signifi-
cance of HIV-1 serodiscordant results, behavioral risk re-
duction, the importance of condom use to reduce the risk
of HIV-1 transmission, and their transmission risk. They
were also referred to local public health clinics for ART
provision according to national guidelines, male circumci-
sion, and condoms. For couples who had a risk score ≥5,
additional eligibility requirements included having adequate
renal function and not having hepatitis B infection for HIV-
1 uninfected partners. We excluded couples in whom the
HIV-1 infected partner was already using of ART or had

Fig. 1 HIV-1 risk score worksheet
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any WHO stage III or IV condition so that the research
process would not distract from the urgent need for these
individuals to initiate ART. HIV-1 uninfected women were
excluded if they were pregnant or breastfeeding. Eligibility
criteria were reviewed in totality to determine which cou-
ples met all criteria and were offered enrollment.

Statistical analysis
To understand the ability of the HIV-1 risk score to iden-
tify high risk couples for antiretroviral-based prevention in
the setting of an implementation project, we used descrip-
tive statistics to summarize the proportion of screened
couples that had an HIV-1 risk score ≥5 and the propor-
tion of higher-risk couples that enrolled in the Partners

Demonstration Project. Analyses were done using STATA
version 13.1 (StataCorp, College Station, TX).

Results
We screened and scored 1694 HIV-1 serodiscordant cou-
ples for eligibility to the Partners Demonstration Project
and enrolled 1013 (59.8 %) couples giving a screen to en-
roll ratio of 1.7:1.

Feasibility of using the HIV-1 risk score to identify high
risk couples
Among screened couples, 43 (2.5 %) had an HIV-1 risk
score of 0–2, 319 (18.8 %) scored 3–4, and 1331 (78.6 %)
scored ≥5 (the higher-risk population, Fig. 2). One couple

Fig. 2 Flow chart of HIV-1 serodiscordant couples screened for eligibility to the Partners Demonstration Project
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that did not complete screening was not scored. There were
681 HIV-1 serodiscordant couples that were screened for
the study but did not enroll: 613 (90.0 %) were not eligible,
66 (9.7 %) were eligible but did not enroll and 2 (0.3 %) did
not complete screening. Of the ineligible HIV-1 serodiscor-
dant couples, 252 (41.1 %) had a HIV-1 risk score ≥5 and
the main reasons for their ineligibility were advanced clin-
ical HIV-1 disease (41.7 %), infection with hepatitis B
(21.8 %) or use of ART (13.9 %). Three-quarters (76 %) of
HIV-1 serodiscordant couples scoring ≥5 enrolled into the
study. Of the enrolled couples, 479 (47.3 %) scored >7, a
level of risk with HIV-1 incidence >7 % per year in prior
cohorts [10].

Demographic characteristics of enrolled couples
The median age of the HIV-1 uninfected partner was
29 years [interquartile range (IQR) 26–36], and 20 % were
<25 years of age (Table 1). The HIV-1 uninfected partner
was male in 67 % of the partnerships. Most couples
(97.8 %) were married or cohabitating and had been living
together for a median of 2.5 years [IQR 0.8–7.0] but had
only learned of their HIV-1 serodiscordant status a me-
dian of 1 month [IQR 1–3] prior to the screening date.
Over half of the couples (56.5 %) had no children and
64.8 % reported sex unprotected by condoms in the
month prior to enrollment. A third of HIV-1 uninfected
males were not circumcised. The median age of HIV-1 in-
fected partners was 28 years [IQR 23–35] and 41.8 % had
plasma HIV-1 RNA levels ≥50,000 copies/mL (median 4.6
log10 copies/mL, IQR 3.8–5.0). The median CD4 count
was 436 cells/uL [IQR 272–638] and 41 % had a CD4
count >500 cells/μL. More than a third (34.7 %) of HIV-1
infected partners with CD4 counts >500 cells/μL were in
partnerships that had a HIV-1 risk score ≥7 (Fig. 3). For
twelve of the enrolled participants baseline plasma HIV-1
RNA levels were detectable even though the HIV-1

antibody test was negative, suggesting early HIV infection.
Eligible couples who did not enroll had similar character-
istics to enrolled couples.

Discussion
In the Partners Demonstration Project, the use of a vali-
dated HIV-1 risk score identified heterosexual HIV-1
serodiscordant couples with characteristics consistent
with high-risk of HIV-1 transmission. The score is com-
prised of easy to measure behavioral and biologic risk
factors for HIV-1 [10, 12] and those with high scores are
a natural priority population for coordinated delivery of
early ART and time-limited PrEP prior to ART initiation

Fig. 3 Proportion of enrolled couples in each CD4 category, by risk score

Table 1 Baseline characteristics of enrolled HIV-1 serodiscordant
couples in the Partners Demonstration Project (N = 1013)

Median [IQR] or N (%)

Age of HIV-1 uninfected partner 29 (26–36)

18–20 38 (3.8)

21–30 534 (52.7)

≥ 31 441 (43.5)

Number of children within partnershipa 0 (0–1)

0 572 (56.5)

1–2 334 (33.0)

≥ 3 107 (10.6)

Not circumcised (male HIV-1 uninfected only) 225 (33.1)

Married/ cohabitating with study partnera 991 (97.8)

Unprotected sex in month prior to enrollmenta 656 (64.8)

Viral load of HIV-1 infected partner 4.6 (3.8–5.0)

< 10,000 280 (28.1)

10,000–49,999 301 (30.2)

≥ 50,000 417 (41.8)
aData obtained from HIV-1 uninfected partners
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and viral suppression. Three-quarters of the couples
with a high score (≥5) were motivated to join the study
and initiate PrEP and/or ART for HIV-1 prevention.
The risk score is a composite variable that facilitates

the assessment of the distribution of risk within a HIV-1
serodiscordant partnership. A couple may have high risk
on some factors and low on others, but the risk score
tool enables computation of a level of overall risk for the
partnership. Of note, we used a scoring tool that incor-
porates HIV-1 plasma viral load but a tool without viral
load was also validated for use in places where such test-
ing is not routinely available [10, 12]. Upon exclusion of
viral load from the scoring tool a cut off of ≥4 would
distinguish couples with an expected incidence >3 % per
year and if applied to this cohort, 92 % of the couples
would remain eligible and 66 % of the ineligible couples
would still screen out.
In our prior randomized clinical trial of PrEP efficacy

and safety (the Partners PrEP Study), eligibility criteria
were similar minus the use of a risk scoring tool, study
sites included the 4 that were part of the current study,
and similar strategies were employed to recruit HIV sero-
discordant couples [5]. Qualitatively, participants recruited
into the Partners Demonstration Project were younger
(median age 29 years in the Partners Demonstration Pro-
ject versus 33 years in the Partners PrEP Study), had fewer
children (median of 0 in the Partners Demonstration Pro-
ject versus 2 in the Partners PrEP Study), had a higher
proportion of unreported sex prior to enrollment (65 % in
Partners Demonstration Project versus 27 % in the Part-
ners PrEP Study), and had higher plasma HIV-1 RNA
concentrations (4.6 log copies/ml in Partners Demonstra-
tion Project versus 3.9 log copies/ml in Partners PrEP
Study). These characteristics all indicate higher HIV-1 risk
in the cohort that was recruited using the scoring tool.
The risk score identifies HIV-1 serodiscordant couples

with high risk of transmission for whom extra effort
should be taken to overcome barriers to using HIV-1
prevention methods, including delays in ART initiation.
Many HIV-1 infected partners in this study had high
CD4 counts and by current guidelines, their indication
for ART initiation was for the prevention benefit of their
uninfected partner [12, 13]. Counseling of HIV-1 sero-
discordant couples should emphasize the clinical and
prevention benefits of ART, including for HIV-1 infected
persons with higher CD4 and who are asymptomatic. In
one review of ART initiation among HIV-1 infected
partners in HIV-1 serodiscordant partnerships in East
Africa, half of those found to be eligible delayed ART
initiation by more than six months, with the delay more
pronounced for those with higher CD4 counts [14]. Im-
portantly, for maximal public health impact, PrEP may
be reserved for couples during periods when they are at
high risk of HIV-1 transmission. Thus, for the Partners

Demonstration Project, where the goal was to demon-
strate that higher-risk couples could be recruited and
retained, couples who did not meet the risk score cri-
teria were counseled about their ongoing HIV-1 risk and
referred to public health clinics where they could access
ART, as well as counseling services, STI screening and
treatment, and medical male circumcision. PrEP is an ef-
fective strategy for HIV-1 serodiscordant couples when
the infected partner delays ART initiation or for a time-
limited period (e.g., 6 months) after ART initiation by
the infected partner prior to becoming virally suppressed
[15]. Future PrEP programs may use a similar scoring
criterion to prioritize subsets of couples for PrEP; local
context, including resource availability, would likely also
shape prioritization decisions.
One limitation of our findings is that the majority of cou-

ples were recruited from voluntary counseling and testing
centers, demonstrating motivation and health-seeking be-
havior, thus potentially impacting the generalizability to set-
tings with provider-initiated counseling and testing and
other testing strategies [16, 17]. Furthermore, we assessed
feasibility of using the HIV-1 risk score within the Partners
Demonstration Project at research clinics. Thus, the use of
this score within a public health setting has not been evalu-
ated. However, the Partners Demonstration Project was de-
signed to reflect operations of public health clinics in Kenya
and Uganda as much as possible.
Antiretroviral-based HIV-1 prevention interventions

will achieve the greatest impact among HIV-1 serodiscor-
dant couples if they are implemented with strategic and
cost-effective provision to motivated couples at highest
risk of HIV-1 transmission [9]. The HIV-1 risk score, an
easy-to-use tool that utilizes information routinely col-
lected in HIV prevention counseling sessions, identified
this high-risk sub-population and prioritized them for
antiretroviral based HIV-1 prevention interventions. The
risk score is a pragmatic and inexpensive method that
public health clinics could employ to help identify couples
that would benefit most from an antiretroviral-based HIV-
1 prevention intervention.
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