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Abstract

Objective
HIV transmission is influenced by status awareness and receipt of care and treatment. We

analyzed these attributes of named partners of persons with acute HIV infection (index AHI
cases) to characterize the transmission landscape in North Carolina (NC).

Design

Secondary analysis of programmatic data.

Methods

We used data from the NC Screening and Tracing of Active Transmission Program (2002—
2013) to determine HIV status (uninfected, AHI, or chronic HIV infection [CHI]), diagnosis
status (new or previously-diagnosed), and care and treatment status (not in care, in care
and not on treatment, in care and on treatment) of index AHI cases' named partners. We de-
veloped an algorithm identifying the most likely transmission source among known HIV-in-
fected partners to estimate the proportion of transmissions arising from contact with
persons at different HIV continuum stages. We conducted a complementary analysis
among a subset of index AHI cases and partners with phylogenetically-linked viruses.

Results

Overall, 358 index AHI cases named 932 partners, of which 218 were found to be HIV-in-
fected (162 (74.3%) previously-diagnosed, 11 (5.0%) new AHI, 45 (20.6%) new CHI). Most
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transmission events appeared attributable to previously-diagnosed partners (77.4%, 95%
confidence interval 69.4—85.3%). Among these previously-diagnosed partners, 23.2%
(14.0-32.3%) were reported as in care and on treatment near the index AHI case diagnosis
date. In the subset study of 33 phylogenetically-linked cases and partners, 60.6% of part-
ners were previously diagnosed (43.9-77.3%).

Conclusions

A substantial proportion of HIV transmission in this setting appears attributable to contact
with previously-diagnosed partners, reinforcing the need for improved engagement in care
after diagnosis.

Introduction

Antiretroviral treatment (ART) reduces the probability of HIV transmission by suppressing
plasma viral load (VL) to undetectable levels [1-3]. However, current estimates of the HIV care
continuum, or cascade, indicate that most HIV-infected persons in the US are not achieving
viral suppression [4, 5]. Undiagnosed persons and those diagnosed but not in care, on treat-
ment and virally suppressed are potential sources of ongoing transmission and high-priority
targets for maximizing HIV prevention.

Current estimates of the transmission contributions made by persons aware and unaware of
their HIV status are based on mathematical models [6-9]. Empirical estimates to compare to
modeling studies are difficult to obtain, as they require information at the time of HIV acquisi-
tion about newly infected persons’ transmitting partners. However, few people are diagnosed
near the time of HIV transmission, [10-15] and many do not know with certainty from whom
they acquired HIV.

The North Carolina (NC) Screening and Tracing of Active Transmission (STAT) program
has detected persons with acute HIV infection (AHI) since 2002, providing a unique opportunity
to characterize the partners of newly infected persons near the time of transmission [10, 16]. The
primary objective of this secondary analysis of STAT data is to classify the HIV status and diag-
nosis, care, treatment, and viral suppression status of a) all traceable partners and b) the most
likely transmission source among identified HIV-infected partners for acutely-infected persons
(index AHI cases) diagnosed in NC between 2002 and 2013. The first analysis characterizes the
overall continuum-related landscape in a network where HIV incidence is known to be actively
occurring; the second describes the continuum attributes of persons specifically deemed the
most likely transmission source for incident cases. The overarching goal of this analysis is to pro-
vide information for designing, modeling, and targeting HIV care and treatment services.

Methods

For each index AHI case aged >16 years and diagnosed between November 2002 and June
2013 in NC, we assessed the HIV status and diagnosis, care, and treatment status (if available)
of sexual and needle-sharing partners he/she named at the time of diagnosis. Data for the main
analyses originated from the STAT program, a NC Division of Public Health (DPH) effort to
identify persons with AHI. In a complementary analysis, we used data from the Center for
HIV/AIDS Vaccine Immunology 001 Study: Acute HIV Infection Prospective Cohort Study
(CHAVI-001), an observational study examining factors related to HIV transmission [17].
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STAT Program

The STAT program identifies index AHI cases through testing at publicly-funded sites (e.g.,
health departments) and (since 2006) community based organizations/settings (e.g. private
providers) [10, 16]. AHI is defined as: a) a negative or indeterminate antibody test and repro-
ducibly detectable HIV RNA, or b) a positive antibody test with seronegative documentation
within 30 days. The number of publicly-funded sites increased from 110 in 2002 to 149 in 2012
[10, 18]. Report of AHI in community settings is dependent upon recognition of testing results
indicative of AHI by either the individual providers and/or state health officials.

Disease intervention specialists (DIS) contact index AHI cases within 72 hours of release of
HIV test results and perform an initial interview, conduct confirmatory HIV testing, and make
referrals to HIV care providers. DIS also attempt to find, counsel, and provide HIV testing for
all named partners during the 8 weeks prior to the index AHI case’s diagnosis date.

Partner HIV Status Determination. All partners were classified as identifiable or anony-
mous. Anonymous partners were not pursued by DIS because identifying information provid-
ed by the index AHI case was absent or incomplete. For identifiable partners, the index AHI
case provided enough information for DIS to identify the partner and classify him/her as “pre-
viously-diagnosed” or “undiagnosed” based on a search of electronic NC HIV surveillance da-
tabases (if the partner resided in NC) or consultation with health departments outside of the
state (if the partner did not reside in NC). Undiagnosed partners who were not located or not
willing to be tested were classified as “unknown.” The remaining undiagnosed partners were
tested for HIV and classified as “HIV-uninfected,” “new AHIL,” or “new chronic HIV infection
(CHI).” For all HIV-infected partners not diagnosed with AHI or AIDS within 6 months of the
index AHI case diagnosis, results of the Serologic Testing Algorithm for Recent HIV Serocon-
version (STARHS) were used (when available) to approximate recent (<6 months) and long-
standing (>6 months) infection at the time of transmission, based on a normalized optical
density cut-point of <0.8 on the BED assay [19]. All partners diagnosed >6 months before the
index AHI case and those diagnosed <6 months before but received an AIDS diagnosis within
6 months of the index AHI case diagnosis were classified as longstanding infection.

Partner Diagnosis, Care, Treatment, and Viral Suppression Status. Per STAT program
protocol, DIS investigate care-seeking and treatment behaviors of previously-diagnosed part-
ners in the 6 months before the index AHI case’s diagnosis for classification as “in care” (HIV
provider-confirmed visit and/or 1 clinical lab present in surveillance databases) and/or “on
ART” (HIV provider-confirmed receipt of ART and/or a VL below the detectable limits of the
reported test in surveillance databases).

We classified the diagnosis status (new AHI, new CHI, or previously-diagnosed) of all HIV-
infected partners and the reported care and treatment status at the time of the index AHI case
diagnosis (not in care, in care and not on ART, in care and on ART, unclassified care and treat-
ment) of all previously-diagnosed partners based on DIS report. Because quantitative VLs are
not collected as part of the STAT program, we extracted all partner VLs reported in the NC
electronic HIV/AIDS reporting system (eHARS) between 6 months before to 2 months after
the index AHI case diagnosis date. To assess viral suppression (<200 copies/ml) status near
transmission, we considered only the closest VL to the index AHI case’s diagnosis date. For
previously-diagnosed partners with VLs before and after the index AHI case diagnosis date, the
closest VL before diagnosis was used to assess viral suppression near transmission.

Likely Transmission Source Identification. Each index AHI case was classified according
to the HIV status pattern of named partners (first four columns of Table 1): A) the HIV status
of all partners was known and only one was HIV-infected, B) >1 HIV-infected partner (with
or without additional unknown/anonymous partners) or one HIV-infected partner with
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Table 1. Index AHI cases by pattern of partner HIV status.

Type Number of
known HIV-infected
partners

A 1

B

B1 >1
B2 1
B3 >1

C 0

D

D1 0
D2 0

doi:10.1371/journal.pone.0127950.t001

Number of Number of Number of index AHI
known HIV-uninfected unknown status cases with partner HIV
partners partners status pattern
N %
>0 0 106 (29.6)
68 (19.0)
>0 0 12 3.4)
>0 >1 38 (10.6)
>0 >1 18 (5.0)
0 >1 127 (35.5)
57 (15.9)
0 0 38 (10.6)
>1 0 19 (5.3)

additional unknown/anonymous partners, C) only partners of unknown/anonymous status,
and D) no HIV-infected or unknown/anonymous partners.

For index cases naming only 1 HIV-infected partner with the status of all other partners
known (Type A), this single HIV-infected partner was assumed to be the most likely transmit-
ting partner. For index AHI cases naming >1 potential transmitting partner (i.e., known HIV-
infected or status-unknown partner) with at least one confirmed HIV-infected partner (Type
B), we assumed that the likely transmitting partner was among those partners named. We re-
peatedly, randomly sampled the known HIV-infected partners 1000 times with replacement to
identify the most likely transmitting partner. For index AHI cases naming 1 HIV-infected part-
ner (Type B2), the probability of selecting that partner was 1, while the probability of selection
for each partner of index AHI cases naming >1 HIV-infected partner (Types B1, B3) was 1/
(number of named HIV-infected partners). Index AHI cases not naming any HIV-infected
partner (Types C and D) were excluded from these analyses. For these cases, the diagnosis, care
and treatment status for the most likely transmission source among identified partners could
not be estimated because all partners were HIV-uninfected or of unknown status.

HIV Care Continuum Analyses. To describe the overall transmission landscape in this
network, we calculated the proportion of all HIV-infected partners with each diagnosis, care,
and treatment status. To describe the putative transmission contributions of the various con-
tinuum stages, we calculated these proportions only among the persons identified as the most
likely transmission source for each incident case. Although no single sample from our repeated
sampling approach captures all transmitting partners, the combination of the samples provides
a reasonable estimate of the range of plausible values for the diagnosis, care, and treatment sta-
tus of the most-likely transmitting partner among named HIV-infected partners [20].

CHAVI-001

Between 2006 and 2011, all index AHI cases identified via the STAT program were referred for
evaluation at the University of North Carolina at Chapel Hill (UNC-CH) or Duke University,
and offered enrollment in CHAVI-001. Study investigators collected basic demographics for
each enrolled index AHI case (representing a subset of the STAT index AHI cohort) and data
for all partners within 12 weeks of their diagnosis date. Locatable partners were offered enroll-
ment in CHAVI-001, regardless of HIV status.

Upon enrollment, cell-free plasma was extracted from samples provided by index AHI cases
and HIV-infected partners to isolate viral RNA using the QIAMP Viral RNA Mini Kit (Qiagen).
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DNA sequence alignments, phylogenetic tree generation, and transmission pair confirmation
were performed on either full length env genes resulting from single genome amplification or
pro-pol amplicons derived from bulk sequencing as previously described [21-30]. The donor
was distinguished from the recipient among all phylogenetically-linked transmission pairs, using
Bayesian Evolutionary Analysis by Sampling Trees (BEAST) v.1.4.8, as previously described [21,
31]. All phylogenetic sequences were or will be submitted to GenBank. Accession numbers for
selected sequences include: EU578952-EU578997, HQ908232-HQ908254,
HQ908150-HQ908183, HQ908139-HQ908149, and HQ908184-HQ908218. The remaining
GenBank accession numbers will be provided upon acceptance.

CHAVI-001 Data Analysis. The HIV status of partners named by index AHI cases en-
rolled in CHAVI-001 was assigned based on CHAVI-001 field investigation and the proportion
of phylogenetically-linked partners with each diagnosis status was estimated. We based treat-
ment status of phylogenetically-linked partners on reported ART history collected at enrollment.
Partner care status was not collected for study purposes and therefore not assigned. Data from
the STAT program could not be linked to CHAVI-001 partners for reasons of confidentiality.

All statistical analyses were conducted in SAS version 9.3 (Cary, NC).

Ethics Statement

The University of North Carolina at Chapel Hill Biomedical Institutional Review Board approved
this study. All data collected as part of the STAT program was collected for surveillance purposes
for the NC DPH and consent was not required from index AHI cases at diagnosis, regardless of
age. However, prior to 2012, index AHI cases identified in NC did sign a Health Insurance Porta-
bility and Accountability Act (HIPAA) form to allow DIS to report detailed demographic and
testing information about named partners for the STAT program. In 2013, the HIPAA form was
no longer deemed necessary by the NC DPH because the STAT program was considered a state-
sponsored surveillance program. The NC DPH and the University of North Carolina at Chapel
Hill Biomedical Institutional Review Board approved this consent procedure for the STAT pro-
gram. All patients who enrolled on CHAVI-001 provided written informed consent.

Results
STAT

Index AHI cases. Between November 2002 and June 2013, 358 index AHI cases were
identified via the STAT program. Index AHI cases were predominantly Black (70.1%), male
(83.0%) and self-identified as men who have sex with men (MSM) (66.5%). Nearly one-quarter
of cases had been diagnosed with a sexually transmitted infection within 2 month of their AHI
diagnosis (24.3%) [Table 2]. The majority of index AHI cases were diagnosed through the state
laboratory at publicly-funded sites (71.2%). A higher proportion of index AHI cases diagnosed
at publicly-funded testing sites had been diagnosed with an STT in the 8 weeks prior to their
HIV diagnosis as compared to those diagnosed in community settings (27.5% versus 16.5%).
Cases diagnosed at publicly-funded testing sites were similar to those diagnosed in community
settings across all other demographic and risk categories.

Partner Overview. Overall, 932 sexual partners (4 of whom were also needle-sharing)
were reported by index AHI cases in the 8 weeks prior to their diagnosis (per-index median = 2;
range 0-27). Index AHI cases provided detailed information for 656 partners (70.4%) as part
of the STAT program [Fig 1a]. Most partners with detailed information were male (85.8%) and
Black (62.7%), with a median age of 28 years (IQR 23-37) [Table 2].

Of the 656 partners with detailed information, 218 (33.2%) were HIV-infected. Of these,
162 (74.3%) were previously-diagnosed and 56 (25.7%) were newly-diagnosed (11 AHI and 45
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Table 2. Demographics of Index AHI and Named Partners.

STAT Program* CHAVI-001**
Index AHI Named Partners” Index AHI Named Partners®
(N = 358) (N = 656) (N=117) (N =367)
Median (IQR) Median (IQR) Median (IQR) Median (IQR)
Age at Diagnosis 26 (21-36) 28 (23-37) 25 (21-36) 27 (22-35)
Number of Named Partners 2 (1-3) = = 3 (2-4) = =
(%) N (%) N (%) N (%)

Reporting Location
State Laboratory (NAAT Pooling) 255 (71.2) - - - - - -
Community Setting 103 (28.8) - - - - - -
Gender
Female 61 (17.0) 85 (13.0) 15 (12.8) 40 (10.9)
Male 297 (83.0) 563 (85.8) 102 (87.2) 327 (89.1)
Sex Risk
Female 61 (17.0) 85 (13.0) 15 (12.8) 40 (10.9)
Heterosexual Male 39 (10.9) 95 (14.5) 13 (11.1) 26 (7.1)
MSM 238 (66.5) 468 (71.3) 89 (76.1) 300 (81.7)
Unknown Risk Male 20 (5.6) - - - - - -
Race”
Black 251 (70.1) 411 (62.7) 76 (65.0) 237 (64.6)
White, Non-Hispanic 82 (22.9) 160 (24.4) 35 (29.9) 106 (28.9)
White, Hispanic 20 (5.6) 43 (6.6) 6 (5.1) 8 (2.2)
Other 3 (0.8) 2 (0.3) - - - -
STl in 8 weeks prior to AHI Diagnosis
Yes 87 (24.3) - - 20 (17.1) - -
No 271 (75.7) - - 97 (82.9) - -

*The North Carolina Screening and Tracing of Active Transmission Program. The STAT cases are inclusive of CHAVI-001 cases.

** Center for HIV/AIDS Vaccine Immunology 001 Study: Acute HIV Infection Prospective Cohort Study.

" 932 partners were named by Index AHI cases during the STAT investigation. Index AHI cases refused to provide detailed demographic information for
the STAT Program for a total of 276 partners, leaving 656 with detailed demographic information.

© One partner identified in CHAVI-001 was missing gender.

# Missing Race not included in table.

doi:10.1371/journal.pone.0127950.t002

CHI). An additional 210 partners (32.0%) were HIV-uninfected (antibody and HIV RNA neg-
ative) at DIS follow-up. The HIV status for 228 partners (34.8%) remained undetermined after
the DIS investigation (78 anonymous, 31 counseling-and-testing refusals, 48 testing-only refus-
als, 71 unlocatable or unclassified based on DIS reports) [Fig 1a].

Recent HIV infection could be assessed for 186 (85.3%) HIV-infected partners not diag-
nosed during AHI. Of the 162 previously-diagnosed partners, 133 (82.1%) were diagnosed >6
months before the index AHI case’s diagnosis date and therefore classified as longstanding in-
fection. Among the remaining 29 previously-diagnosed partners with the possibility of recent
infection, only 16 (55.2%) had STARHS testing results, of whom 8 (50.0%) were considered re-
cently infected. Of the 45 newly-diagnosed partners not diagnosed during AHI, 26 (57.8%) had
STARHS testing available, of whom 10 (38.5%) were considered recently infected. A total of 5
(62.5%) of the 8 previously-diagnosed, recently-infected partners had a VL reported in the NC
eHARS between 6 months before to 2 months after the index AHI case’s diagnosis date; all 5
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A. STAT

932 Total Partners

B: CHAVI-001

276

No details provided for [
DIS Investigation!

656

Details provided for

DIS Investigation

= 11 AHI
10 Recent HIV
N Infection
&7 Ng I-[I)F\r/n (S)%j tzg;}ncs o 56 Tested Positive |
Classification H 16 CHI
229 Anonquus L] 19 non-AHI, unknown
(no demographics) 218 HIV-infected M recent status?
i | 8 Recent HIV
IS 78 ‘In'lt}a'ted 210 HIV-uninfected Infection
nvestigation
1 162 Previously- 1 141 CHB
150 Unknown Status* diagnosed
78 Anonymous
(with demographics) | | 13 non-AHI, unknown
recent status®

11 AHI

37 Tested Positive

78 Anonymous

367 Total Partners

119 HIV-infected 26 CHI

82 Previously-diagnosed

FNEVENY

289 Initiated

126 HIV-uninfected

could not be identified among CITAVI-001 partners.

44 Unknown Status*

932 partners were named by Index AHI cases during the STAT investigation. Index AHI cases refused to provide detailed testing information for the STAT Program on a total of 276 partners, leaving 656 with
detailed demographic information.

No STARTS testing or ATDS diagnosis in NC electronic TITV surveillance databases.

Includes 133 partners diagnosed >6 months prior to the index AHI case and 8 partners diagnosed <6 months from the index AHI case, but have STARHS testing indicative of longstanding infection.

STAT “Unknown” status includes 31 (20.7%) refusing counselling and testing, 48 (32.0%) refusing testing only, 61 (40.7%) unable to locate and 10 (6.7%) who could not be classified. Reason for unknown status

Fig 1. HIV Status of sexual and needle-sharing partners reported by index AHI cases. (A) HIV status of partners of index AHI cases identified via the
STAT program between November 2002 and June 2013. (B) HIV status of partners reported by index AHI cases enrolled in CHAVI-001 between May 2006

and June 2011.

doi:10.1371/journal.pone.0127950.g001

were unsuppressed. Of these unsuppressed partners, DIS reported 2 to not be in care prior to
the index AHI diagnosis date, 2 were in care but not on ART, and 1 was in care and on ART.
Including new AHI diagnoses, a total of 29 (13.3%) HIV-infected partners were estimated to
have been infected within 1 year of the index AHI case.

Among all 162 previously-diagnosed partners (most of whom were chronically infected), 26
(16.0%) were not in care, 51 (31.5%) were in care but not on ART, and 48 (29.6%) were in care
and on ART at the time of the index AHI case diagnosis [first bar of Fig 2 and S1 Table]. Care
and treatment status was left undetermined after DIS investigation for the remaining 37
(22.8%) previously-diagnosed partners.

Overall, 40 (24.7%) previously-diagnosed partners had a VL reported in a NC surveillance
database 6 months before to 2 months after the index AHI case diagnosis; 19 (33.9%) newly-di-
agnosed partners (4 AHI and 15 CHI) had a VL in the 2 months after the index AHI case diag-
nosis. An additional 31 (19.1%) previously-diagnosed partners had a VL reported more than 6
months before the index AHI case diagnosis, suggesting potential loss from care. The partners’
median VL near the time of the index AHI case diagnosis was higher in newly-diagnosed
(55,698 copies/ml [range 1,521-10,000,000]) as compared to previously-diagnosed partners
(27,153 copies/ml [range 19-3,402,708]) [Fig 3]. Among the 40 previously-diagnosed partners
in care and with an available VL, 30 (75.0%) were unsuppressed in the period 6 months before

PLOS ONE | DOI:10.1371/journal.pone.0127950 June 4, 2015
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1. Transmission 2. Most Likely Transmission Source: 3. Most Likely
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Source:
Confirmed Linkage
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STAT: STAT Type A: STAT Type B STAT Types A+B: CHAVI-001:
AULHIV+ Partners 1potential transmitting  >1 potential transmitting 2 1 potential transmitting | Index AHI Case N=33
2 partner withall partner with partner with HIV+ Parter N=33
other partners atleast 1 confirmed atleast 1 confirmed
testing HIV - HIV+ partner HIV+ partner
Index AHI Case N=106 Index AHI Case N=68 Index AHI Case N=174
HIV+ Parter N=106 HIV+ Parter N=112 HIV+ Partner N=218
= New AHI == New CHI
ez Previously-diagnosed, not in care I Previously-diagnosed, in care & noton ART
ESSSPreviously-diagnosed, in care & on ART = Previously-diagnosed, unclassified care & treatment

NOTE: Potential transmitting partner refers to any partner reported in the 8 week period prior to the index AHI diagnosis date who was not classified as HIV-

uninfected (i.e. HIV-infected and status-unknown partners).

Fig 2. HIV care continuum stages for HIV-infected partners. The diagnosis status and the care and
treatment status (if available) are presented for 1) all HIV-infected partners named by the index AHI cohort
and identified by the STAT program, 2) the most likely transmission source among identified HIV-infected
partners presented by the pattern of HIV-infected, uninfected, and status-unknown partners reported to the
STAT program (unconfirmed linkage) and 3) phlyogenetically-linked partners identified via the CHAVI-001
study (confirmed linkage). For the data originating from the STAT program, repeated random sampling was
used to estimate diagnosis, care, and treatment status of the most likely transmission source when >1
potential transmitting partner was named.

doi:10.1371/journal.pone.0127950.g002

to 2 months after the index AHI case diagnosis, 5 (16.7%) of whom were verified as being in-
fected with HIV within 1 year from the index AHI case. Of the 10 virally suppressed partners
at the time of their most recent VL, 4 had detectable VLs in the year surrounding the index
AHI case diagnosis, indicating unsustained suppression. None of these partners were diag-
nosed with recent HIV infection.

1E7 Previously-Diagnosed o Newly-Diagnosed
Mean 164,374 Mean 627007
Median 27,153 Median 55.698
Minimum 19 ° Minimum 1
Maximum 3,402,708 Maximum 10,000,000
| 25th Percentile 206 25th Percentile 13,727
1E6 - 75th Percentile 109,355 75th Percentile 159,000
. A —
_ 1E5
E
@
&
=3
=]
e L
= B
1
=
o
E
[
1E2
1E1
Yes No

Diagnosed before Index AHI Case

Fig 3. HIV-infected partner viral load (VL) at the time of the Index AHI case diagnosis by diagnosis
status. The closest VL within 6 months before (previously-diagnosed partners only) to 2 months after the
index AHI diagnosis date was collected for HIV-infected partners and dichotomized by status-aware versus
status-unaware partners.

doi:10.1371/journal.pone.0127950.g003
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Likely Transmitting Partner Estimates. A total of 106 index AHI cases named only 1
potential HIV-infected transmitting partner with all other partners testing negative (Type
A), 68 named >1 potential transmitting partner with at least one confirmed HIV-infected
partner (Type B), and 127 named only potential transmitting partners of unknown status
(Type C). The remaining index AHI cases either did not name any partners during the 8
weeks prior to their diagnosis (N = 38) or only named HIV-uninfected partners (N = 19)
(Type D) [Table 1].

Among index AHI cases naming only one HIV-infected partner with all other partners test-
ing negative (Type A), over three-quarters of transmission events appeared attributable to con-
tact with previously-diagnosed partners (77.4%, 95% confidence interval (CI) 69.4-85.3%) [2nd
bar of Fig 2 and S1 Table]. Among previously-diagnosed partners (N = 82), the proportion of
partners reportedly not in care (23.2%, 95% CI 14.0-32.3%), in care and not on ART (26.8%,
95% CI 17.2-36.4%), in care and on ART (23.2%, 95% CI 14.0-32.3%), and with unclassified
care and treatment status (26.8%, 95% CI 17.2-36.4%) were roughly equivalent. Of the 38 pre-
viously-diagnosed partners with a VL near the time of the index AHI case diagnosis, 94.7%
were unsuppressed (N = 36, 95% CI 87.6-100.0%).

Repeated sampling methods resulted in similar diagnosis, care, and treatment status esti-
mates among index AHI cases naming >1 potential transmitting partner with at least one con-
firmed HIV-infected partner (Type B) [3™ bar of Fig 2 and S1 Table] and when combining
these two groups (Types A and B) [4th bar of Fig 2 and S1 Table].

CHAVI-001

Overall, 55.5% (N = 117) of all index AHI cases identified by the STAT program between May
2006 and December 2011 enrolled in CHAVI-001 and were considered in the complementary
analysis [Table 2]. As observed by the STAT program, most index AHI cases were male
(87.2%), Black (65.0%) and young (median age = 25 years, IQR 21-36).

Index AHI cases reported 367 partners as a part of the CHAVI-001 investigation (per-index
median = 3; range 0-14), of whom 119 (32.4%) were HIV-infected. Compared to STAT investi-
gations, a smaller proportion of HIV-infected partners identified via the CHAVI-001 study
were previously-diagnosed (82 (68.9%) previously-diagnosed, 26 (21.8%) new CHI, and 11
(9.2%) new AHI) [Fig 1b]. An additional 126 (34.3%) partners were HIV-uninfected. The sta-
tus of 122 (33.2%) partners remained unknown (78 anonymous, 44 unlocated or refused test-
ing). Demographics of partners reported during the CHAVI-001 investigation were similar to
those observed by the STAT program [Table 2]. Seventy (59.8%) index AHI cases named >1
HIV-infected partner; only 47 index AHI cases had >1 HIV-infected partner enroll on study
and provide samples for phylogenetic analysis. The transmitting partner for 33 (70.2%) of
these index AHI cases was phylogenetically verified. One additional phylogenetic linkage was
identified between 2 index AHI cases diagnosed 2 years apart. Because neither index AHI case
named the other during the CHAVI-001 investigation, we could not rule out a shared or inter-
mediary transmitting partner and excluded this pair from further analysis.

Most of the 33 partners phylogenetically-linked to index AHI cases in CHAVI-001 had
been previously-diagnosed (60.6%, 95% CI 43.9-77.3%) [5" bar in Fig 2 and S1 Table], al-
though the contribution is smaller than observed in STAT data. Three linkages were attribut-
able to AHI-to-AHI transmission (9.1%, 95% CI 0.0%-18.9%). All phylogenetically-linked
partners were unsuppressed. The median VL of linked partners at transmission was 123,928
copies/ml (range 123,928-2,346,147) for new AHI partners, 62,493 copies/ml (range 2,771-
148,042) for new CHI partners, and 72,084 copies/ml (range 10,957-507,795) for previously-
diagnosed partners. Although two phylogenetically-linked partners with recognized infection
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reported a history of ART, neither were on treatment at the time of the index AHI case diagno-
sis. One partner stopped treatment within 1 month of contact with the index AHI case.

Discussion

Most observed transmission events in North Carolina appear attributable to contact with previ-
ously-diagnosed partners. Roughly one-quarter of these previously-diagnosed partners were re-
ported to be in care and on ART in the 6 months before the index AHI case diagnosis. Not
surprisingly, among transmission events that were seemingly attributable to previously diagnosed
partners, most (94.7%) were estimated to be from partners confirmed to be virally unsuppressed.

These transmission events occur because many previously-diagnosed persons continue to
engage in high-risk behaviors with uninfected persons, as seen in our analyses of the transmis-
sion landscape incorporating all identified partners. Over one-third of these identifiable part-
ners were HIV-infected; most were aware of their status prior to the index AHI case diagnosis.
Consistent condom use was reported with only 16.7% of previously-diagnosed partners (data
not shown). Moreover, previously-diagnosed partners were uncommonly on treatment at the
time of contact with the index AHI case, increasing the likelihood of onward transmission [32,
33]. In line with observed HIV infection trends in the South, [34-37] these active transmission
networks, as represented by index AHI cases and their partners, were disproportionately popu-
lated by young, Black MSM. Engaging this population in care and ensuring receipt of ART is
certain to lessen the disease burden in these high-prevalence settings.

The relative contribution of previously undiagnosed partners to onward transmission in
this study was lower than estimated in other settings. Model-based estimates predicted 30-75%
of all new HIV infections are due to partners unaware of their infection [6-9], a range that is
higher than the 22%-38% estimates we obtained in this study.

Our empirical work is limited by a distinct set of biases related to difficult-to-verify assump-
tions and missing information, as compared to modeling studies. Perhaps most importantly,
we had phylogenetic analyses on only a small proportion of the population. The transmission
source cannot be verified in partnerships where phylogenetic testing was not done, even if the
status of all partners was known and only one was HIV-infected. Furthermore, approximately
half of the index AHI cohort named at least one status-unknown or anonymous partner, and
over one-third named only unknown/anonymous partners. Undoubtedly, some unknown/
anonymous partners transmitted HIV. Status-unknown partners have no record of a positive
test in NC surveillance databases under the name provided by the index AHI case and either
refused HIV testing or could not be located. HIV infection may be more prevalent among per-
sons refusing HIV testing [38]. If HIV-infected, status-unknown partners are undiagnosed,
misnamed by the index AHI case, or were diagnosed outside NC. Anonymous partners did not
have any identifiable information, and may be more likely to engage in riskier behaviors and
less likely to test for HIV or enter care than identifiable partners.

In this analysis, we presented results (separately) from the STAT program and the
CHAVI-001 study to allow for alternate views (with their attendant limitations) on the same
questions. While direct comparison across partner care and treatment status was not possible
because this information was not collected as part of the CHAVI-001 study, the diagnosis sta-
tus, specifically the proportion of previously-diagnosed partners, was similar between the
random sampling methods used for the STAT data and phylogenetic analyses conducted
within the CHAVI-001 study.

Partner services for index AHI cases identified by the STAT program occur close to the
transmission event, decreasing the likelihood of recall bias and increasing the accuracy in nam-
ing potential transmitting partners and assessing their diagnosis, care, and treatment status.

PLOS ONE | DOI:10.1371/journal.pone.0127950 June 4, 2015 10/14



@’PLOS ‘ ONE

HIV Transmission and the HIV Care Continuum

However, DIS assign and report continuum stages of previously-diagnosed partners based on
their investigations for the STAT program, preventing any sensitivity analyses surrounding the
timing and length of partner care and treatment status. Furthermore, diagnosis during AHI is
relatively uncommon in NC, [39] making it difficult to assess any heterogeneity in partner con-
tinuum stages that might have existed over the 11 years under analysis.

The contribution of AHI to ongoing transmission is not easily assessed with these data. The
duration of AHI is short and partners transmitting during this stage may not be tested until
they reach CHI. Approximately one-third of newly-diagnosed partners with available STARHS
testing data were classified as having recent infection, suggesting these partners were unaware
of their HIV status for a short period of time, with some potentially representing AHI-to-AHI
transmission. When both the index case and the partner are diagnosed with AHI, the direction
of transmission is difficult to determine, even if phylogenetically linked, [31] leaving open the
possibility that the index AHI case transmitted disease to at least some newly-diagnosed part-
ners unaware of their HIV status.

Partner viral suppression status at the time of transmission is difficult to assign. Detectable
VL reporting has been mandated by the NC DPH since 1991 [40] and undetectable VL report-
ing since 2013 [41]. However, actual reporting varies from laboratory to laboratory. Since
2006, the NC DPH estimates that 60-70% of all sites were reporting VLs and that most of these
sites were voluntarily reporting both detectable and undetectable VLs (personal communica-
tion with Erika Samoff, NC DPH). In our study, only half of the previously-diagnosed partners
had an available VL in surveillance databases near the time of the index AHI case diagnosis
and approximately 20% of these partners were virally suppressed. The relatively low levels of
viral suppression observed among previously-diagnosed partners may be a result of more re-
strictive treatment guidelines in place prior to 2009 [42]. If partners are truly virally suppressed,
HIV transmission is known to be unlikely [1, 43]. Sexually transmitted co-infection, treatment
non-adherence or resistance provide possible explanations for potential rebound in virus in the
period between the last suppressed VL and contact with the index case [44-46].

Engagement (and re-engagement) in care and early initiation of treatment should remain a
high priority to prevent HIV transmission. In both surveillance data from the STAT program
and phylogenetic data collected via the CHAVI-001 study, a substantial proportion of HIV
transmission appears attributable to contact with previously-diagnosed partners. Interventions
to find previously-diagnosed persons not in care and facilitate receipt of consistent care and
immediate treatment should have a tremendous impact on improving health and reducing
HIV incidence in this and similar settings.
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(DOCX)

Acknowledgments

The authors would like to acknowledge and thank Julie Nelson, Jesus Salazar-Gonzalez, Maria
Salazar, Brandon Keele, George Shaw, and Beatrice Hahn for providing viral sequences for
HIV-1 transmission pairs, Steve Beagle and Rhonda Ashby for their contributions to STAT
data collection, and Jennifer Kirchherr, Kara McGee and Charles Hicks for their support with
CHAVI-001 study procedures. Additionally, the authors greatly appreciate the work of the
Field Services Regional Supervisors and DIS Officers of the North Carolina Department of

PLOS ONE | DOI:10.1371/journal.pone.0127950 June 4, 2015 11/14


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0127950.s001

@’PLOS ‘ ONE

HIV Transmission and the HIV Care Continuum

Health and Human Services and the support of all CHAVI-001 staff members, HIV care pro-
viders, and particularly the individuals who participated in this research.

Author Contributions

Conceived and designed the experiments: AC KP WM. Performed the experiments: AC. Ana-
lyzed the data: AC. Wrote the paper: AC KP WM JK PL JA VM EF CG JE MC. Conducted phy-
logenetic analyses for CHAVI-001 enrollees: JA L-HP LK RS. Facilitated collection of data
from the STAT program: JK PL VM EF MC. Implemented CHAVI-001 study protocol and
data collection: JK CG JE MC.

References

1.

10.

11.

12

13.

14.

15.

16.

17.

18.

Cohen MS, Chen YQ, McCauley M, Gamble T, Hosseinipour MC, Kumarasamy N, et al. Prevention of
HIV-1 infection with early antiretroviral therapy. N Engl J Med 2011, 365:493-505. doi: 10.1056/
NEJMoa1105243 PMID: 21767103

Quinn TC, Wawer MJ, Sewankambo N, Serwadda D, Li C, Wabwire-Mangen F, et al. Viral load and het-
erosexual transmission of human immunodeficiency virus type 1. Rakai Project Study Group. N Engl J
Med 2000, 342:921-929. PMID: 10738050

Muessig KE, Cohen MS. Advances in HIV Prevention for Serodiscordant Couples. Curr HIV/AIDS Rep
2014.

Gardner EM, McLees MP, Steiner JF, Del Rio C, Burman WJ. The spectrum of engagement in HIV care
and its relevance to test-and-treat strategies for prevention of HIV infection. Clin Infect Dis 2011,
52:793-800. doi: 10.1093/cid/ciq243 PMID: 21367734

Vital signs: HIV prevention through care and treatment—United States. MMWR Morb Mortal Wkly Rep
2011, 60:1618-1623. PMID: 22129997

Marks G, Crepaz N, Janssen RS. Estimating sexual transmission of HIV from persons aware and un-
aware that they are infected with the virus in the USA. AIDS 2006, 20:1447—-1450. PMID: 16791020

Hall HI, Holtgrave DR, Maulsby C. HIV transmission rates from persons living with HIV who are aware
and unaware of their infection. AIDS 2012, 26:893—-896. doi: 10.1097/QAD.0b013e328351f73f PMID:
22313960

Volz EM, lonides E, Romero-Severson EO, Brandt MG, Mokotoff E, Koopman JS. HIV-1 transmission
during early infection in men who have sex with men: a phylodynamic analysis. PLoS Med 2013, 10:
e1001568; discussion e1001568. doi: 10.1371/journal.pmed.1001568 PMID: 24339751

Skarbinski J, Rosenberg E, Paz-Bailey G, Hall HI, Rose CE, Viall AH, et al. Human Immunodeficiency
Virus Transmission at Each Step of the Care Continuum in the United States. JAMA Intern Med 2015.

Pilcher CD, Fiscus SA, Nguyen TQ, Foust E, Wolf L, Williams D, et al. Detection of acute infections dur-
ing HIV testing in North Carolina. N Engl J Med 2005, 352:1873-1883. PMID: 15872202

Miller WC, Leone PA, McCoy S, Nguyen TQ, Williams DE, Pilcher CD. Targeted testing for acute HIV
infection in North Carolina. AIDS 2009, 23:835—-843. doi: 10.1097/QAD.0b013e328326f55e PMID:
19318909

Zetola NM, Bernstein K, Ahrens K, Marcus JL, Philip S, Nieri G, et al. Using surveillance data to monitor
entry into care of newly diagnosed HIV-infected persons: San Francisco, 2006—2007. BMC Public
Health 2009, 9:17.

Detection of acute HIV infection in two evaluations of a new HIV diagnostic testing algorithm—United
States, 2011-2013. MMWR Morb Mortal Wkly Rep2013, 62:489-494. PMID: 23784012

Patel P, Klausner JD, Bacon OM, Liska S, Taylor M, Gonzalez A, et al. Detection of acute HIV infections
in high-risk patients in California. J Acquir Immune Defic Syndr 2006, 42:75-79. PMID: 16763493

Pilcher CD, Louie B, Facente S, Keating S, Hackett J Jr., Vallari A, et al. Performance of rapid point-of-
care and laboratory tests for acute and established HIV infection in San Francisco. PLoS One 2013, 8.

Pilcher CD, Eron JJ Jr., Vemazza PL, Battegay M, Harr T, Yerly S, et al. Sexual transmission during the
incubation period of primary HIV infection. JAMA 2001, 286:1713-1714. PMID: 11594895

McMichael AJ, Borrow P, Tomaras GD, Goonetilleke N, Haynes BF. The immune response during
acute HIV-1 infection: clues for vaccine development. Nat Rev Immunol 2010, 10:11-23. doi: 10.1038/
nri2674 PMID: 20010788

Epidemiologic Profile for HIV/STD Prevention and Care Planning. In. Edited by North Carolina Depart-
ment of Health and Human Services Communicable Disease Branch. Raleigh, NC; 2012.

PLOS ONE | DOI:10.1371/journal.pone.0127950 June 4, 2015 12/14


http://dx.doi.org/10.1056/NEJMoa1105243
http://dx.doi.org/10.1056/NEJMoa1105243
http://www.ncbi.nlm.nih.gov/pubmed/21767103
http://www.ncbi.nlm.nih.gov/pubmed/10738050
http://dx.doi.org/10.1093/cid/ciq243
http://www.ncbi.nlm.nih.gov/pubmed/21367734
http://www.ncbi.nlm.nih.gov/pubmed/22129997
http://www.ncbi.nlm.nih.gov/pubmed/16791020
http://dx.doi.org/10.1097/QAD.0b013e328351f73f
http://www.ncbi.nlm.nih.gov/pubmed/22313960
http://dx.doi.org/10.1371/journal.pmed.1001568
http://www.ncbi.nlm.nih.gov/pubmed/24339751
http://www.ncbi.nlm.nih.gov/pubmed/15872202
http://dx.doi.org/10.1097/QAD.0b013e328326f55e
http://www.ncbi.nlm.nih.gov/pubmed/19318909
http://www.ncbi.nlm.nih.gov/pubmed/23784012
http://www.ncbi.nlm.nih.gov/pubmed/16763493
http://www.ncbi.nlm.nih.gov/pubmed/11594895
http://dx.doi.org/10.1038/nri2674
http://dx.doi.org/10.1038/nri2674
http://www.ncbi.nlm.nih.gov/pubmed/20010788

@’PLOS ‘ ONE

HIV Transmission and the HIV Care Continuum

19.

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Hall HI, Song R, Rhodes P, Prejean J, An Q, Lee LM, et al. Estimation of HIV incidence in the United
States. JAMA 2008, 300:520—-529. doi: 10.1001/jama.300.5.520 PMID: 18677024

William H. Beasley JLR. Resampling Methods. The SAGE Handbook of Quantitative Methods in Psy-
chology. SAGE Publications Ltd. London: SAGE Publications Ltd.

Anderson JA, Ping LH, Dibben O, Jabara CB, Amey L, Kincer L, et al. HIV-1 Populations in Semen
Arise through Multiple Mechanisms. PLoS Pathog 2010, 6:1001053. doi: 10.1371/journal.ppat.
1001053 PMID: 20808902

Abrahams MR, Anderson JA, Giorgi EE, Seoighe C, Mlisana K, Ping LH, et al. Quantitating the multi-
plicity of infection with human immunodeficiency virus type 1 subtype C reveals a non-poisson distribu-
tion of transmitted variants. J Virol 2009, 83:3556—3567. doi: 10.1128/JVI1.02132-08 PMID: 19193811

Keele BF, Giorgi EE, Salazar-Gonzalez JF, Decker JM, Pham KT, Salazar MG, et al. Identification and
characterization of transmitted and early founder virus envelopes in primary HIV-1 infection. Proc Natl
Acad Sci U S A 2008, 105:7552-7557. doi: 10.1073/pnas.0802203105 PMID: 18490657

Salazar-Gonzalez JF, Bailes E, Pham KT, Salazar MG, Guffey MB, Keele BF, et al. Deciphering
human immunodeficiency virus type 1 transmission and early envelope diversification by single-ge-
nome amplification and sequencing. J Virol 2008, 82:3952—-3970. doi: 10.1128/JV1.02660-07 PMID:
18256145

Edmonson PF, Mullins JI. Efficient amplification of HIV half-genomes from tissue DNA. Nucleic Acids
Res 1992, 20.

Palmer S, Kearney M, Maldarelli F, Halvas EK, Bixby CJ, Bazmi H, et al. Multiple, linked human immu-
nodeficiency virus type 1 drug resistance mutations in treatment-experienced patients are missed by
standard genotype analysis. J Clin Microbiol 2005, 43:406—413. PMID: 15635002

Simmonds P, Balfe P, Ludlam CA, Bishop JO, Brown AJ. Analysis of sequence diversity in hypervari-
able regions of the external glycoprotein of human immunodeficiency virus type 1. J Virol 1990,
64:5840-5850. PMID: 2243378

Thompson JD, Higgins DG, Gibson TJ. CLUSTAL W: improving the sensitivity of progressive multiple
sequence alignment through sequence weighting, position-specific gap penalties and weight matrix
choice. Nucleic Acids Res 1994, 22:4673-4680. PMID: 7984417

Tamura K, Dudley J, Nei M, Kumar S. MEGA4: Molecular Evolutionary Genetics Analysis (MEGA) soft-
ware version 4.0. Mol Biol Evol 2007, 24:1596—-1599. PMID: 17488738

Dennis AM, Hue S, Hurt CB, Napravnik S, Sebastian J, Pillay D, et al. Phylogenetic insights into region-
al HIV transmission. AIDS 2012, 26:1813-1822. doi: 10.1097/QAD.0b013e3283573244 PMID:
22739398

Drummond AJ, Rambaut A. BEAST: Bayesian evolutionary analysis by sampling trees. BMC Evol Biol
2007, 7:214. PMID: 17996036

Crepaz N, Marks G, Liau A, Mullins MM, Aupont LW, Marshall KJ, et al. Prevalence of unprotected anal
intercourse among HIV-diagnosed MSM in the United States: a meta-analysis. AIDS 2009, 23:1617—
1629. doi: 10.1097/QAD.0b013e32832effae PMID: 19584704

Mattson CL, Freedman M, Fagan JL, Frazier EL, Beer L, Huang P, et al. Sexual risk behaviour and viral
suppression among HIV-infected adults receiving medical care in the United States. AIDS 2014,
28:1203-1211. doi: 10.1097/QAD.0000000000000273 PMID: 25000558

Prejean J, Song R, Hernandez A, Ziebell R, Green T, Walker F, et al. Estimated HIV incidence in the
United States, 2006—-2009. PLoS One2011, 6:3.

Millett GA, Peterson JL, Flores SA, Hart TA, Jeffries WLt, Wilson PA, et al. Comparisons of disparities
and risks of HIV infection in black and other men who have sex with men in Canada, UK, and USA: a
meta-analysis. Lancet 2012, 380:341-348. doi: 10.1016/S0140-6736(12)60899-X PMID: 22819656

Peters PJ, Gay C, Beagle S, Shankar A, Switzer WM, Hightow-Weidman LB. HIV infection among part-
ners of HIV-infected black men who have sex with Men—North Carolina, 2011-2013. MMWR Morb
Mortal Wkly Rep 2014, 63:90-94. PMID: 24500287

Hurt CB, Beagle S, Leone PA, Sugarbaker A, Pike E, Kuruc J, et al. Investigating a sexual network of
black men who have sex with men: implications for transmission and prevention of HIV infection in the
United States. J Acquir Immune Defic Syndr 2012, 61:515-521. doi: 10.1097/QAI.0b013e3182707624
PMID: 22972020

Stringer JS, Sinkala M, Maclean CC, Levy J, Kankasa C, Degroot A, et al. Effectiveness of a city-wide
program to prevent mother-to-child HIV transmission in Lusaka, Zambia. AIDS 2005, 19:1309—-1315.
PMID: 16052086

Kuruc J, Mayo A, Sampson L, Barnhart J, Brinson M, McCoy S, Foust E, Ashby R, Pilcher C, Gay C,
Leone P, Eron J. Evaluation of Six Years of Statewide Screening and Testing for Acute HIV Infection in
North Carolina. In: XVIII International AIDS Conference Cape Town, South Africa; 2009.

PLOS ONE | DOI:10.1371/journal.pone.0127950 June 4, 2015 13/14


http://dx.doi.org/10.1001/jama.300.5.520
http://www.ncbi.nlm.nih.gov/pubmed/18677024
http://dx.doi.org/10.1371/journal.ppat.1001053
http://dx.doi.org/10.1371/journal.ppat.1001053
http://www.ncbi.nlm.nih.gov/pubmed/20808902
http://dx.doi.org/10.1128/JVI.02132-08
http://www.ncbi.nlm.nih.gov/pubmed/19193811
http://dx.doi.org/10.1073/pnas.0802203105
http://www.ncbi.nlm.nih.gov/pubmed/18490657
http://dx.doi.org/10.1128/JVI.02660-07
http://www.ncbi.nlm.nih.gov/pubmed/18256145
http://www.ncbi.nlm.nih.gov/pubmed/15635002
http://www.ncbi.nlm.nih.gov/pubmed/2243378
http://www.ncbi.nlm.nih.gov/pubmed/7984417
http://www.ncbi.nlm.nih.gov/pubmed/17488738
http://dx.doi.org/10.1097/QAD.0b013e3283573244
http://www.ncbi.nlm.nih.gov/pubmed/22739398
http://www.ncbi.nlm.nih.gov/pubmed/17996036
http://dx.doi.org/10.1097/QAD.0b013e32832effae
http://www.ncbi.nlm.nih.gov/pubmed/19584704
http://dx.doi.org/10.1097/QAD.0000000000000273
http://www.ncbi.nlm.nih.gov/pubmed/25000558
http://dx.doi.org/10.1016/S0140-6736(12)60899-X
http://www.ncbi.nlm.nih.gov/pubmed/22819656
http://www.ncbi.nlm.nih.gov/pubmed/24500287
http://dx.doi.org/10.1097/QAI.0b013e31827076a4
http://www.ncbi.nlm.nih.gov/pubmed/22972020
http://www.ncbi.nlm.nih.gov/pubmed/16052086

@’PLOS ‘ ONE

HIV Transmission and the HIV Care Continuum

40.
41.
42,

43.

44,

45.

46.

Reportable Diseases and Conditions. In: 15A NCAC 19A .0102 NC; 1991.
Reportable Diseases and Conditions. In: 10A NCAC 41A .0101. NC; 2013.

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. In; De-
cember 1, 2009.

Rodger A BT, Cambiano V, Vernazza P, Estrada V, Van Lunzen J, Collins S, Geretti A, Phillips A,
Lundgren J for the, Group PS. HIV Transmission Risk Through Condomless Sex If HIV+ Partner On
Suppressive ART: PARTNER Study [CROI abstract 153LB]. In Special Issue: Abstracts From the 2014
Conference on Retroviruses and Opportunistic Infections. Topics in Antiviral Medicine 2014, 22(e-
1):24-25.

Gulick RM, Ribaudo HJ, Shikuma CM, Lustgarten S, Squires KE, Meyer WA 3rd, et al. Triple-nucleo-
side regimens versus efavirenz-containing regimens for the initial treatment of HIV-1 infection. N Engl J
Med 2004, 350:1850—-1861. PMID: 15115831

Paredes R, Lalama CM, Ribaudo HJ, Schackman BR, Shikuma C, Giguel F, et al. Pre-existing minority
drug-resistant HIV-1 variants, adherence, and risk of antiretroviral treatment failure. J Infect Dis 2010,
201:662-671. doi: 10.1086/650543 PMID: 20102271

Kalichman SC, Di Berto G, Eaton L. Human immunodeficiency virus viral load in blood plasma and
semen: review and implications of empirical findings. Sex Transm Dis 2008, 35:55-60. PMID:
18217225

PLOS ONE | DOI:10.1371/journal.pone.0127950 June 4, 2015 14/14


http://www.ncbi.nlm.nih.gov/pubmed/15115831
http://dx.doi.org/10.1086/650543
http://www.ncbi.nlm.nih.gov/pubmed/20102271
http://www.ncbi.nlm.nih.gov/pubmed/18217225

