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The impact of nurse-driven targeted HIV @
screening in 8 emergency departments:

study protocol for the DICI-VIH cluster-
randomized two-period crossover trial

Judith Leblanc'*, Alexandra Rousseau?, Gilles Hejblum?, Isabelle Durand-Zaleski*®”, Pierre de Truchis®,
France Lert®, Dominique Costagliola®, Tabassome Simon'®"" and Anne-Claude Crémieux®'?

Abstract

Background: In 2010, to reduce late HIV diagnosis, the French national health agency endorsed non-targeted HIV
screening in health care settings. Despite these recommendations, non-targeted screening has not been
implemented and only physician-directed diagnostic testing is currently performed. A survey conducted in 2010 in
29 French Emergency Departments (EDs) showed that non-targeted nurse-driven screening was feasible though
only a few new HIV diagnoses were identified, predominantly among high-risk groups. A strategy targeting
high-risk groups combined with current practice could be shown to be feasible, more efficient and cost-effective
than current practice alone.

Methods/Design: DICI-VIH (acronym for nurse-driven targeted HIV screening) is a multicentre, cluster-
randomized, two-period crossover trial. The primary objective is to compare the effectiveness of 2 strategies
for diagnosing HIV among adult patients visiting EDs: nurse-driven targeted HIV screening combined with
current practice (physician-directed diagnostic testing) versus current practice alone. Main secondary objectives
are to compare access to specialist consultation and how early HIV diagnosis occurs in the course of the
disease between the 2 groups, and to evaluate the implementation, acceptability and cost-effectiveness of
nurse-driven targeted screening. The 2 strategies take place during 2 randomly assigned periods in 8 EDs of
metropolitan Paris, where 42 % of France's new HIV patients are diagnosed every year. All patients aged 18
to 64, not presenting secondary to HIV exposure are included. During the intervention period, patients are
invited to fill a 7-item questionnaire (country of birth, sexual partners and injection drug use) in order to
select individuals who are offered a rapid test. If the rapid test is reactive, a follow-up visit with an infectious
disease specialist is scheduled within 72 h. Assuming an 80 % statistical power and a 5 % type 1 error, with
1.04 and 3.38 new diagnoses per 10,000 patients in the control and targeted groups respectively, a sample
size of 140,000 patients was estimated corresponding to 8,750 patients per ED and per period. Inclusions
started in June 2014. Results are expected by mid-2016.
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Discussion: The DICI-VIH study is the first large randomized controlled trial designed to assess nurse-driven
targeted HIV screening. This study can provide valuable information on HIV screening in health care settings.

Trial registration: ClinicalTrials.gov: NCT02127424 (29 April 2014).

Keywords: Decision support techniques, Emergency service, Hospital, HIV, HIV infections, Mass screening,
Nurses, Nursing, Prevention and control, Randomized controlled trial, Risk factors

Background

Optimizing HIV screening and reducing late diagnosis re-
main challenging issues in most countries [1-4]. Indeed,
late HIV diagnosis is associated with increased mortality
[5]. Moreover, the early introduction of antiretroviral
treatment provides net benefits on both morbidity and
mortality and reduces secondary transmission [6—8].

In France, although 5 million HIV screening tests are
performed each year [9], 25 % of new HIV diagnoses
were discovered at a late stage in 2013 (<200 CD4/mm?
or AIDS stage) [1]. Until 2010, screening strategies
aimed to encourage voluntary testing in specialist clinics
or through a primary care physician. In 2010, mirroring
what had already been suggested in other countries [10,
11], national recommendations encouraged French
healthcare staff to conduct non-targeted screening
among the 15 to 70 year old population, in order to
reach patients who wouldn’t voluntarily get tested [12,
13]. In this context, nurses were given the possibility of
offering, performing and delivering the result of an HIV
rapid test [14].

A study conducted in the metropolitan Paris area evalu-
ated the effectiveness of nurse-driven non-targeted HIV
screening in 29 public hospital Emergency Departments
(EDs) [15]. EDs were considered to be an ideal setting to
evaluate HIV screening strategies as they receive an aver-
age of 18.5 million visits annually, representing over 25 %
of the general population, including low-income groups,
the uninsured and other minorities at highest risk of HIV
exposure [16]. This study concluded that non-targeted
HIV screening was feasible and well accepted by patients
[15, 17]. However, only 18 patients out of 12,754 tested
patients were newly diagnosed, yielding a prevalence of
0.14- % (95 % CI [0.08 %—0.22 %]). These patients belonged
to the highest risk groups (i. e. men who have sex with
men (MSM), immigrants from generalized epidemic
areas). These results and those from other studies con-
ducted in France, in the United States and the United
Kingdom showed that non-targeted screening was feasible
in health care settings and that it provided a means to
reach a large number of patients [18-20]. Nevertheless,
the corresponding effectiveness in diagnosing HIV is sub-
ject to debate [15, 18, 21-23].

Studies evaluating nurse-driven HIV screening, com-
pared to screening performed by other health care staff,
showed a trend in higher test offering, better acceptance
and higher delivery rates with the implementation of
nurse-driven HIV screening [24]. However, a progressive
decrease in test offering rates from nurses and other
staff over time has been observed, most likely resulting
from of a loss of motivation related to the small number
of new diagnoses, which were concentrated in patients
at high risk of HIV exposure [20, 25, 26]. It has been
suggested that nurse-driven HIV screening in EDs was
possible on a wider scale over the long-term but would
be more feasible if it targeted a specific patient popula-
tion [27].

Recent studies conducted in the United States, the
United Kingdom and Spain have supported targeted
screening efforts [28-32]. Indeed, in these countries, the
hidden epidemic is less prevalent than expected [33] and
is, overall, concentrated in the highest risk groups
[15, 18, 34, 35]. The studies showed that targeted
screening was associated with identification of newly
HIV diagnoses when compared to non-targeted
screening [28, 31]. Only one study, conducted in a
single centre, did not observe any benefit from using
a targeted strategy [36]. However, in these studies,
less than 50 % of the population identified as being at
high risk of HIV exposure were actually tested [31, 36]
and cost-effectiveness analysis was not always provided,
thus requiring prospective multicentre trials with cost-
effectiveness analysis.

Rationale for the study design

The DICI-VIH study (a French acronym for Dépistage
infirmier ciblé du VIH, nurse-driven targeted HIV
screening) is a multicentre, cluster-randomized two-
period crossover trial comparing the effectiveness of tar-
geted screening combined with current practice to that
of current practice alone. Several study designs can be
explored to evaluate the effectiveness of targeted screen-
ing in health care settings. It could be compared either
to non-targeted screening or to current practice, which
is most often limited to diagnostic testing. However,
given both the low frequency of new diagnoses in non-
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targeted screening strategies and the burden of its imple-
mentation, non-targeted screening is not likely to be car-
ried out in France. Indeed, the results of a questionnaire
submitted in February 2013 showed that none of the
EDs included in the present study had adopted it. More-
over, studies show that non-targeted screening has not
been implemented in the United States or in the United
Kingdom several years after the publication of the rec-
ommendations [26, 31, 37, 38]. It therefore seems rele-
vant to evaluate the effectiveness of a combined strategy
of targeted screening and current practice in comparison
with current practice alone in order to draw conclusions
on whether or not it is worthwhile to recommend this
strategy in EDs.

Individual randomization in each ED would require
the intermittent involvement of nurses in targeted
screening, raising practical and organizational concerns,
as well as generalizability issues since a triage nurse
would never be able to intermittently apply the targeted
strategy. Therefore, a cluster-randomized design was
chosen to compare the 2 strategies. The centres were se-
lected based on the overall high risk of exposure to HIV
of their patient populations (see Study settings) and were
assumed to differ in terms of organization and care prac-
tices. Thus, a cluster-randomized two-period crossover
design, in which all clusters apply each strategy over 2
distinct periods (the objective of the randomization
process being to randomly assign which strategy is ap-
plied first in each cluster), enables the observation of
matched-pair differences between the strategies within
each ED [39, 40].

Primary objective

To compare the effectiveness of 2 strategies for diagnos-
ing HIV among adult patients visiting EDs: nurse-driven
targeted HIV screening combined with current practice
(physician-directed HIV diagnostic testing) versus
current practice alone.

Secondary objectives
The secondary objectives are to compare the 2 groups in
terms of:

— Access to a specialist consultation within 3 months
following the HIV diagnosis,

— Proportion of positive tests among tests performed,

— How early HIV diagnosis occurs in the course of the
disease.

During the period with nurse-driven targeted HIV
screening, the implementation of nurse-driven targeted
HIV screening is described by the proposition rate and
completion rate of the DICI-VIH questionnaire (Fig. 1),
the rate of patients found to be at risk, the test offering
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rate, the acceptance rate, the screening rate, the rate of
positive tests and the evaluation of factors associated
with patient refusal to be tested. During this period, the
acceptability of nurse-driven targeted HIV screening by
providers and patient perceptions of the process are
assessed.

The costs and cost-effectiveness of the 2 strategies are
also compared.

Methods
Study design
The DICI-VIH study is a multicentre (n=8), cluster-
randomized, two-period crossover trial.
The 2 strategies under comparison are:

— Current practice alone, consisting of physician-
directed HIV diagnostic testing, which involves a
medical interview and HIV test. This strategy is fur-
ther referred to as the control strategy (Fig. 2).

— Nurse-driven targeted HIV screening combined with
current practice. Nurse-driven targeted HIV screen-
ing by nurses consists in obtaining information on
patient risk status from the DICI-VIH self-reported
risk assessment questionnaire (Fig. 1) and, when ap-
plicable, offering, performing and delivering the re-
sult of a capillary HIV rapid test (Fig. 3). This
strategy is further referred to as the intervention
strategy.

EDs were identified before randomization. Eight EDs
were selected and consented to participate (see Study
settings). The randomization process assigned to each
ED which strategy is to be applied in the first period
(the alternative strategy being applied in the second
period), with half of the clusters applying the control
strategy in the first period, and the remaining half apply-
ing the intervention strategy (Fig. 2). The allocation
schedule was computer generated. Both study periods
are separated by a 4-week washout period. An equal
number of participants had to be included in each centre
for each period; thus the duration of the study periods
vary per ED and per period.

Study outcomes

Primary outcome

The main outcome measure is the proportion of new
HIV diagnoses among 18 to 64 year old patients present-
ing to the EDs (with the exception of those presenting
secondary to HIV exposure) during the inclusion
periods.

Secondary outcomes
The secondary outcomes are as follows:
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PLEASE FILL OUT THIS QUESTIONNAIRE BY CHECKING

THE SQUARE CORRESPONDING TO YOUR RESPONSE [%%

@ Your are:
\:‘ Male
I:‘ Female

@ What are your month
and year of birth:

Ay A
Month Year

© Where were you born?
\:‘ Metropolitan France

D Overseas France (DOM-TOM)
\:‘ Europe (outside France)

D Americas (North, South, Central)
] Asia, Migdle East

D Oceania/Caribbean

I:‘ North Africa

D Sub-Saharan Africa

If you were not born in Metropolitan France, please specify
your country of birth:

Inwhat year did you arrive in France Metropolitan ?

Fig. 1 DICI-VIH questionnaire

@ During the past 10 years
Have you had a sexual partner born in one
of the following regions?

D Yes
[es
D Yes

DNon
DNon
DNon

Asia, Middle East

North Africa

Sub-Saharan Africa

If yes, please specify the country/countries

@ At least once in your life
Have you injected aniillicit drug?

I:‘Yes DNO

@ During the past 12 months
Have you had sexual relations
with more than 5 partners?

\:‘ Oui

@ For the men only
Have you, at least once in your life,
had sexual relations with a man?

DY&S DNO

End of questionnaire;
thank you for your participation.

— Proportion of patients newly diagnosed HIV positive

who present for a specialist consultation within the
3 months following the test among those newly
diagnosed HIV positive,

Proportion of new HIV diagnoses among tests
performed,

How early diagnosis occurs in the course of the
disease, defined as the proportion of patients that

— The distribution rate of the DICI-VIH questionnaire:

number of distributed questionnaires among in-
cluded patients unaware of their HIV status and
whose clinical presentation is compatible with the
completion of the questionnaire,

— The completion rate of the DICI-VIH questionnaire:

number of questionnaires completed among in-
cluded patients unaware of their HIV status and

are newly diagnosed with CD4 counts >200/mm?
with no HIV-related symptoms, CD4 counts >350/
mm?® with no HIV-related symptoms, and CD4
counts >500/mm?® with no HIV-related symptoms.

whose clinical presentation is compatible with the
completion of the questionnaire,

— The rate of patients found to be at risk: number of

patients found to be at risk among included patients

who filled the questionnaire,

The test offering rate: number of patients who were
offered a rapid test by nurses among patients found
to be at risk,

During the intervention period, the implementation of -
nurse-driven targeted HIV screening strategy is de-
scribed by:
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8 EDs invited to participate :
8 EDs consented to participate and were randomly allocated during the first study period to :
nurse-driven targeted HIV screening + current practice (intervention strategy) (left)
or current practice (control strategy) (right)
r
4 EDs allocated to : 4 EDs allocated to :
intervention strategy during the 15 period and control strategy during the 1%t period and
L control strategy during the 2" period intervention strategy during the 2" period
4 ( o ( .
1 Patients included Patients included
FIRST : (18-64 y.o. not presenting (18-64 y.o. not presenting
1
STUDY : secondary to HIV exposure) secondary to HIV exposure)
PERIOD I J Jy
! ' s A
: Patients tested for HIV in the Patients tested for HIV in the
' context of nurse-driven targeted context of current practice
: HIV screening + current practice - 7
: )\
: e N\ e 1
| Proportion of new HIV diagnoses Proportion of new HIV diagnoses
! among patients included among patients included
* \ J \ J
A4
4 4 A 4 A
1 Patients included Patients included
SECOND ' (18-64 y.o. not presenting (18-64 y.o. not presenting
STUDY ' secondary to HIV exposure) secondary to HIV exposure)
PERIOD 1
1
! ! !

AFTER ' f - - ) ( )
( : Patients tested for HIV in the Patients tested for HIV in the
4-WEEK N context of current practice context of nurse-driven targeted

WASH-OUT ' - HIV screening + current practice
PERIOD) !
! v
1 ( ) e 3
: Proportion of new HIV diagnoses Proportion of new HIV diagnoses
v L among patients included L among patients included )
Fig. 2 DICI-VIH flow diagram following CONSORT

— The acceptance rate: number of patients who
accepted to be tested among patients who were
offered a rapid test,

— The screening rate: number of rapid tests performed
by nurses among patients found to be at risk,

— The rate of positive tests and rate of confirmed
positive tests among rapid tests performed by
nurses,

— The factors associated with patient refusal to be
tested.

During this period, the acceptability of nurse-driven
targeted HIV screening by providers and patient percep-
tions of the process are described qualitatively, as de-
tailed in section 9.

The costs and cost-effectiveness of each strategy are
also evaluated and are detailed in section 9.

Study settings

The evaluation of nurse-driven targeted HIV screen-
ing is conducted in the metropolitan Paris area (Ile-
de-France), which is one of the most affected regions
of France, with 42 % of France’s new HIV diagnoses
annually [1, 9]. The selection of public hospital EDs
was undertaken based on the overall high risk of ex-
posure to HIV of their respective patient popula-
tions. Using the data from a previous study
undertaken in 29 EDs reflecting the diversity of the
ED settings in the Paris metropolitan area [15], 8
centres were selected as 8 % of their patients met
the main targeted screening criteria (MSM, Sub Sa-
haran African origin). The heads of the 8 EDs and
their nurse supervisors were contacted and asked to
participate by the research team. They all agreed to
participate.
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P
NURSE-DRIVEN TARGETED HIV SCREENING PRACTICE + CURRENT PRACTICE PERIOD
5 ! CURRENT PRACTICE
a ) i
E _| DICI-VIH self-reported risk assessment H PERIOD
E questionnaire .
w . T / r No risk criterion on DICI-VIH questionnaire: |
\|/ L no HIV rapid test offering by nurse |
5 N :
f, At least one risk criterion on !
£ DICI-VIH questionnaire: !
a HIV rapid test offering by the nurse !
(] 1
g | !
. N \ i
{ ' 1
Patient consent for Patient refusal of !
L HIV rapid test HIV rapid test ,
J 1
x
3 v :
c
g Disclosure of the HIV rapid test result H If needed, HIV test offered
- by the nurse \ by physician
£ (+ physician if needed) i (diagnostic testing)
x \_ J 1
o 1
(_‘ 1
3 \? :
GJ 1
= Reactive HIV rapid test (or twice invalid): Negative HIV rapid test: i Rapid test or Standard
Standard enzyme linked immunosorbent recommendation of repeated testing i enzyme linked
L assay + Western blot confirmation if patient recently exposed ! immunosorbent assay +
\|/ ! Western blot confirmation
1
( - i
If needed, follow-up visit with an !
infectious disease specialist within ! If needed, follow-up visit
72 hours (data recorded up to H with an infectious disease
3 months after the ED visit i s
\. ) J : specialist
v 1

Fig. 3 DICI-VIH flow chart

Study participants

All patients aged 18 to 64 consulting in the ED during
the recruitment periods are included, with the exception
of those presenting secondary to HIV exposure through
sexual or blood contact of less than 48 h.

During the nurse-driven targeted HIV screening
period, the DICI-VIH questionnaire is distributed to pa-
tients unaware of their HIV status and whose clinical
presentation is compatible with providing consent and
with the completion of the questionnaire (the question-
naire is not distributed to patients with acute life-
threatening conditions, altered consciousness, severe
neuropsychiatric disorders, language barriers or who are
under arrest).

Study strategies

Control strategy

During the control period, the physician can offer to
perform an HIV test (rapid test or standard enzyme
linked immunosorbent assay and Western blot confirm-
ation) based on the presence of HIV-related symptoms,
following current practice (Fig. 3).

Intervention strategy

During the intervention period, the HIV rapid test is of-
fered to patients identified as being at risk of HIV expos-
ure based on their answers to the DICI-VIH
questionnaire (at least 1 YES to the 5 following ques-
tions: lifetime exposure to male-to-male sexual contact,
>5 sexual partners in the last 12 months, Sub-Saharan
African origin or partner from a Sub-Saharan country in
the last 10 years, lifetime injection drug use), Fig. 1. The
triage nurse offers screening prior to the medical exam-
ination (Fig. 3).

Once the patient provides consent, the rapid test
(VIKIA HIV1/2, bioMérieux, Marcy 'Etoile, France) is
performed. If the result is reactive or if 2 sequential
rapid test results are invalid, the nurse performs a blood
draw for standard enzyme linked immunosorbent assay
and Western blot confirmation. A follow-up visit with
an infectious disease specialist (who has agreed to serve
as a referral in the study) is arranged within 72 h. The
infectious disease specialist can contact the patient by
phone if he/she does not attend the initial appointment.

If the rapid test is negative, the nurse recommends re-
peating the test when exposure is recent.
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If the triage nurse does not offer the test to a patient
because he/she does not meet risk criteria or declines
the test or if the triage nurse omits to offer it, the phys-
ician can offer an HIV test to patients presenting with
HIV-related symptoms, following current practice.

Study procedures

Prior to the start of the intervention period with nurse-
driven targeted screening, staff members (nurses, nurse
supervisors, physicians, nurse assistants) of the corre-
sponding ED will have participated in a 60-min training
session organized by the research coordinator and an in-
fectious disease specialist. The training session includes
an educational lecture, an HIV rapid test demonstration,
hands-on practice, and information about how to dis-
close test results, whether negative or reactive.

In each participating ED, the nurses are supported
by a clinical research nurse or clinical research assist-
ant and are responsible for daily patient inclusion and
for collecting study data in the electronic case-report
form (eCRF).

The research coordinator meets the ED teams bi-
monthly to discuss any issues related to the protocol
and to evaluate study progress. In addition, a one-page
study newsletter is regularly given to the ED teams.

Designing the DICI-VIH self-reported risk assessment
questionnaire

The DICI-VIH self-reported risk assessment question-
naire (Fig. 1), adapted to the French population, was de-
signed in 2012 by an expert panel to help identify
patients who have an increased probability of undiag-
nosed HIV infection. The questionnaire is based on vari-
ables associated with HIV infection (male-to-male sexual
contact, multiple partners, country of birth and partner’s
country of birth, lifetime injection drug use) [35, 41, 42].
Question wording was similar to that used for the Den-
ver score [31, 43] and in pre blood donation assessments
(France, United States, United Kingdom) so as to ensure
the questionnaire’s acceptability.

To our knowledge, no score has been developed in
France to predict the likelihood of unknown positive
HIV status in the general population. Previous studies
on non-targeted screening in metropolitan Paris failed to
provide sufficient information to enable the building of
such a score due to the small number of identified posi-
tive HIV cases [15, 20]. Furthermore, the scores and pre-
dictive factors published in the international literature
cannot be used as they were most often developed in the
United States and are not applicable to the French con-
text [32, 43-51].

The DICI-VIH questionnaire was tested in February
2013 in one study centre. Participants completed the 7-
item DICI-VIH questionnaire and a 6-item survey
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assessing its acceptability on a 4 point-scale rating their
understanding of- and comfort with the questions. This
questionnaire was submitted to patients presenting to
the ED during 3 half days in the same week. It was com-
pleted by 52 of the 54 patients (24 male, 30 female) who
were invited to participate, with a response rate of 96 %.
Only 2 patients refused to participate due to their clin-
ical presentation, which was not compatible with the
completion of the questionnaire. No difficulties in an-
swering the questionnaire or issues of confidentiality
were identified. Ninety-eight per cent of the participants
(51/52) were comfortable with the questions and were
willing to disclose their HIV risks knowing that the
healthcare staff would see the information. Only 1 pa-
tient declared that he was not comfortable answering
the question relating to male-to-male sexual contact.
18 % of patients disclosed at least 1 risk (z =2 for male-
to-male sexual contact, n =4 for > 5 sexual partners, 7 =
1 for Sub Saharan African origin, n =1 for partner from
a Sub Saharan country, 7 =1 for injection drug use).

Data collection and management
During both periods, general data of patient flow are
collected on a daily basis in each centre by the research
team on a paper CREF, including:

e Total number of patients,

e Number of patients aged 18 to 64 not presenting
secondary to HIV exposure,

e Number of patients aged 18 to 64 not presenting
secondary to HIV exposure who are tested for HIV
(either rapid test or Standard enzyme linked
immunosorbent assay) as ordered by a physician,

e Number of patients whose HIV diagnosis is
confirmed to be positive by serology,

e Number of patients newly diagnosed HIV positive
presenting for a specialist consultation and their
characteristics (CD4 counts, viral load, HIV, HBV,
HCV and Syphilis serological status and their
clinical presentation). These data are downloaded
with the help of the laboratory personnel in each
hospital and the infectious disease specialist.

Additionally, during the nurse-driven targeted HIV
period, data are also recorded by the research team on a
paper CREF:

e Number of patients aged 18 to 64 not presenting
secondary to HIV exposure, unaware of their HIV
status and whose clinical presentation is compatible
with the completion of the questionnaire,

e Number of patients who were distributed the DICI-
VIH questionnaire and who filled it out,

e Number of patients found to be at risk,
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e Number of patients found to be at risk and who
were offered a rapid test by a nurse,

e Number of patients found to be at risk and tested by
a nurse,

e Number of patients tested with a reactive rapid test
(confirmed or not confirmed positive by serology),

e Number of patients whose HIV diagnosis is
confirmed to be positive by serology.

With the help of the research team, nurses collect in-
dividual data from the DICI-VIH questionnaire (patient
risk assessment on the patient page (Fig. 1) and offering
rate, acceptance rate and screening rate on the nurse
page) on an e-CRF. The quality of these data is con-
trolled on site by the monitoring team.

Upon study completion, ED flow data, including pa-
tient baseline characteristics, degree of severity and time
spent in the ED will be extracted from the electronic
patient-level ED database.

A data manager collects all study data on a secure
password-protected server. A quality team, independent
from the coordination team, will perform an internal
audit of data completeness and will ensure the individual
data matches the data collected on the e-CRF.

Sample size

We assumed that the crossover design, which results in
matched-pair data within each centre (increased statis-
tical power of the comparison test), and the effect of the
cluster study design (increased between-cluster variabil-
ity decreasing the statistical power) cancel each other
out, see [52] webappendix p1, [53].

The sample size calculation was performed with a
comparison between 2 proportions with the hypothesis
of superiority.

We hypothesize that, during the intervention period,
the proportion of newly diagnosed HIV patients is simi-
lar to that found in non-targeted screening combined
with current practice. Based on previous data [15], the
proportion of new HIV diagnoses was expected at 1.04
and 3.38 per 10,000 patients, in the control strategy and
in the intervention strategy respectively. Accordingly, a
study sample of 140,000 patients which corresponds to
the screening of 8,750 patients per centre and per
period, would lead to a statistical power of 80 % with a
5 % two-sided type 1 error rate, using Fisher’s exact test
(Pass v11.0.1 software [54]).

Statistical analysis

The statistical analysis will follow the intention-to-treat
approach. A statistical analysis report will be written to
describe all the findings according to the CONSORT
statement recommendations [55].
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The baseline characteristics of centres and patients
will be described for each intervention group. Categor-
ical variables will be described as numbers and percent-
ages. Continuous variables will be reported using means
and standard deviations or medians and interquartile
ranges.

For the primary outcome, we will use generalized
linear mixed modelling (Poisson mixed model) to
provide statistical estimates controlling for each clus-
ter, with the strategy intervention as a fixed effect
and clusters as a random effect. The impact of the
implementation order of intervention and control
organization in the 2 periods on this outcome will be
assessed. Additional sensitivity analysis could be per-
formed with a permutation test.

Given the low rate of false positive rapid tests, any
missing value (reactive rapid test not confirmed) will be
considered as a success (positive test) in the analysis.
Additional sensitivity analyses will also consider missing
values as 1) success in the intervention group (HIV+
diagnosis confirmed) and failure in the control group
(HIV- diagnosis confirmed); 2) failure in the intervention
group and success in the control group.

The secondary outcomes regarding the presentation
of patients newly diagnosed HIV positive for specialist
consultation within 3 months and the rate of positive
tests will be compared in the 2 groups using Pearson’s
X2 test or Fisher’s exact test when applicable. Any
missing value for the rate of positive tests (reactive
rapid test not confirmed) will be considered as a
success (positive test).

Early diagnosis measured as the proportion of patients
with CD4 counts >200/mm® with no HIV-related symp-
toms will be compared between the 2 groups using Pear-
son’s X2 test or Fisher’s exact test when applicable. The 2
other thresholds (>350/mm?, >500/mm?) with no HIV-
related symptoms will also be explored. The missing
values will not be replaced.

Results of the DICI-VIH questionnaires will be
described.

Additional analyses

Factors associated with patient refusal of nurse-driven tar-
geted HIV screening

In half the centres, all patients who have completed the
DICI-VIH questionnaire, are at risk of HIV exposure
and eligible for nurse-driven targeted HIV screening are
considered over randomly selected 32-h observation pe-
riods of ED activity during 7 consecutive days. The pa-
tient characteristics reported in the DICI-VIH
questionnaire, history of HIV testing and perceived HIV
risk will be compared between patients refusing to be
tested and patients accepting the rapid test in the



Leblanc et al. BMC Infectious Diseases (2016) 16:51

context of nurse-driven targeted HIV screening. A de-
scriptive analysis of these data will be performed.

Patient perceptions of nurse-driven targeted HIV screening
The respondents’ perceptions of the DICI-VIH question-
naire, of being offered an HIV rapid test, of result dis-
closure and of HIV screening in general are collected
over a week-long period in 4 of the centres. The study
team interviews all the patients who fill out the DICI-
VIH questionnaire using a face-to-face questionnaire. A
descriptive analysis of these data will be performed. The
patients refusing to fill the DICI-VIH questionnaire are
not considered in this study; this is a limitation of the
evaluation.

Acceptability of nurse-driven targeted HIV screening by
providers

The acceptability of nurse-driven targeted HIV screening
by providers will be studied using an ethnographic ap-
proach (direct observation, in depth interviews and
questionnaires). The objectives of this qualitative section
are to 1) identify individual, team-related and structural
factors that might influence the implementation of the
intervention, 2) evaluate how the staff perceived the im-
plementation of the strategy (during the trial and in rou-
tine practice) and 3) evaluate the nurse’s role and
involvement in the process.

In each centre, nurses answer a short questionnaire
before and after the study completion in order to evalu-
ate their perceptions of the intervention strategy and if/
how their perceptions evolve after the study. The
questions refer to nurse competences related to the
intervention strategy and to the potential long-term im-
plementation in EDs. In each centre, at the end of the
study, individual in depth interviews with nurses, nurse
assistants, nurse supervisors, physicians and directors of
nursing practice are conducted in order to qualitatively
collect their perceptions after the implementation of the
evaluated strategy.

With the help of the questionnaires, in depth inter-
views and direct observation during the trial conducted
by the research coordinator, factors influencing the par-
ticipation in the nurse-driven targeted HIV screening are
collected. These factors will be analysed in association
with the centre's overall nurse test offering rate.

Cost and cost-effectiveness evaluation

The economic evaluation will have 3 phases: 1) estima-
tion of the intervention strategy costs per patient tested
through micro costing, 2) comparison of diagnostic costs
with and without targeted screening, 3) estimation of an
incremental cost-effectiveness ratio if the strategy with
the greatest effectiveness also has the highest cost. In
this case, the effectiveness of this strategy, compared to
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the alternative strategy, will be expressed in terms of
extra HIV patient newly diagnosed. If the intervention
strategy shows both effectiveness and cost-effectiveness,
we will consider modelling the impact on the epidemic's
dynamics in Paris metropolitan area.

Organization of the trial

The study adheres to the Standard Protocol Items: Rec-
ommendations for Interventional Trials (SPIRIT) state-
ment [56].

Ethical aspects

The study was approved by the Ile-de-France XI Com-
mittee for Patient Protection (No. 13084, January 21,
2014, N’ IDRCB: 2013-A01569-36) and by the French
Data Protection Authorities responsible for database
security (Comité Consultatif sur le Traitement de [I'In-
formation en matiére de Recherche dans le domaine
de la Santé (CCTIRS) and Commission Nationale de
UInformatique et des Libertés (CNIL)).

Funding/support

The DICI-VIH study is funded by the Agence Nationale
de Recherche sur le Sida et les Hépatites Virales (ANRS
France Recherche Nord&sud Sida-hiv Hépatites), Paris,
France. This work is supported by a grant from Assist-
ance Publique — Hopitaux de Paris (AP-HP), “Doctorat
en recherche infirmiére” programme, Paris, France.
Rapid tests are provided free of charge by bioMérieux,
Marcy I'Etoile, France. These 3 supporting entities have
no involvement in the study design, data collection, ana-
lysis, interpretation, decision to publish, or preparation
of the manuscript.

Data monitoring

A data monitoring committee is established and brings
together the contributors of the protocol, 2 external
public health specialists and an ED nurse supervisor.
This committee is involved in the organization of the
trial and reviews the quality of the data collected. During
the trial, the members can decide which measures to
adopt in case of unforeseen circumstances.

Discussion

In countries with concentrated epidemics, targeted HIV
screening strategies have not been sufficiently evaluated
[31]. The DICI-VIH trial was designed to assess the ef-
fectiveness and cost-effectiveness of nurse-driven tar-
geted HIV screening compared to routine practice in
French EDs. To date, no multicentre randomized con-
trolled trial has evaluated the effectiveness of targeted
HIV screening compared to current practice in health
care settings.
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Several features of the trial are of particular interest.
First, the trial will evaluate the feasibility of a targeting
tool used by nurses on a large panel of patients in the
context of EDs. Following the example of a previous
study, which used a self-administered questionnaire [15],
the present study is based on the DICI-VIH self-
reported risk assessment questionnaire, thus avoiding
having to verbally ask patients personal and sensitive
questions. Moreover, in order to minimize the impact of
the screening strategy on the clinical care process, the
questionnaire is distributed during patient admission
and the triage nurses receive patients who have already
filled out the DICI-VIH questionnaire.

Secondly, this study enables the evaluation of the inter-
vention’s effectiveness as well as the staff’s perceptions on
the acceptability of the intervention by using a mixed
method approach (quantitative and qualitative data). In-
deed, both patient and staff perceptions of the interven-
tion are necessary prerequisites for the successful
implementation of a new HIV screening program [57].

Thirdly, in the context of limited financial resources, it
is essential to evaluate public health interventions before
their implementation. The costs and cost-effectiveness
of nurse-driven targeted HIV screening will therefore be
evaluated.

Fourth, the chosen cluster-randomized and crossover
design has a methodological advantage. It reduces the
risk of contamination between both strategies. With in-
dividual randomization, nurses would intermittently
apply the targeted strategy and the risk of contamination
may decrease observed outcome differences between the
2 strategies. Moreover, this discontinuous organization
could never be applied in routine practice in EDs, raising
major concerns in terms of generalizability of the results
of such a study.

There are some limitations to consider with the
present study design. First, due to the consecutive inclu-
sion periods in this cross-over study, there could be a
risk of inter-period contamination in the centres that re-
ceived the intervention first. The risk will be assessed
during the analysis. However, this risk should be low as
the periods are separated by a 4-week washout period
and because providers are different in the 2 groups. In-
deed, screening is offered by nurses during the interven-
tion period whereas only physicians are involved during
the control period. Second, in a trial requiring active pa-
tient and provider participation, the implementation of
the 2 strategies will be associated with some variability
between clusters regarding the proportion of new HIV
diagnosis. This is not a default on the contrary; the
cluster-randomized two-period crossover design is actu-
ally an asset for the estimation of between-cluster vari-
ability [58]. Moreover, assessing and understanding
differences in intervention effectiveness and adherence
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from one ED to another is a core part of the analysis. In
addition, the factors associated with screening refusal
will be evaluated in the present study. They have already
been explored in studies on non-targeted screening and
results suggest that refusal is not associated with belong-
ing to the highest risk groups [15, 59-61]. Third, the
number of clusters (n = 8) is relatively small, with an as-
sociated limited statistical power of the test of inter-
action between intervention order and intervention
effectiveness [62].

If the effectiveness of the intervention strategy is con-
firmed, the results of this trial could contribute to the
development of recommendations and nurse-driven tar-
geted HIV screening could be generalized in the French
EDs of areas with high HIV prevalence. Finally, although
the results may not be directly applicable to other coun-
tries, they could be helpful for decision makers in coun-
tries with concentrated epidemics.

Conclusion

To our knowledge, the DICI-VIH study is the first large
randomized controlled trial designed to assess the bene-
fits of nurse-driven targeted HIV screening in EDs. Find-
ings from this study will contribute to the development
of HIV screening strategies, and to the promotion of
nurse participation in prevention and public health
programs.

Trial status
Inclusions started in June 2014. Initial results are ex-
pected by mid-2016.

Abbreviations

CRF: Case Report Form; DICI-VIH: Dépistage Infirmier Clblé du VIH, Nurse-
driven HIV targeted screening; eCRF: Electronic Case Report Form; MSM: Men
who have Sex with Men.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

JL, AC, TS conceived the study and helped draft the manuscript. AR, GH, DC,
ID, PT, FL participated in the design of the study. AR, GH, JL performed the
sample size calculation. All authors have read and approved the final
manuscript.

Acknowledgments

The authors would like to express their gratitude to C. Semaille, D. Pateron, F.
Simon, K. d’Almeida, J. Coté, H. Piquet, M. Cachanado, L. Bérard and all the
clinical research nurses (CRC-Est) for contributing expertise and support to
the conception of the study as well as Espérie Burnet for her help in
re-reading of the manuscript.

This research was supported through the authors’ involvement in the
European Science Foundation Research Network Programme ‘REFLECTION" —
09-RNP-049.

Author details

'Assistance Publique — Hopitaux de Paris (AP-HP), Groupe Hospitalier des
Hopitaux Universitaires Est Parisien, Clinical Research Center of East of Paris
(CRC-Est), F75012 Paris, France. 2Université Paris Saclay - Université Versailles
Saint-Quentin, Doctoral School of Public Health (EDSP), UMR 1173, F92380



Leblanc et al. BMC Infectious Diseases (2016) 16:51

Garches, France. *AP-HP, Groupe Hospitalier des Hopitaux Universitaires Est
Parisien, Clinical Research Unit of East of Paris (URC-Est), F75012 Paris, France.
“Sorbonne Universités, UPMC Univ Paris 06, INSERM, Institut Pierre Louis
d'Epidémiologie et de Santé Publique (IPLESP UMRS 1136), F75012 Paris,
France. >AP-HP, Hopital Hotel-Dieu, URC Eco lle-de-France, F75004 Paris,
France. ®Université Paris Diderot, Univ Paris 07, INSERM, ECEVE, UMR 1123,
F75019 Paris, France. “AP-HP, Hopital Henri-Mondor, Santé publique, F94010
Créteil, France. 8AP-HP, Hopital Raymond-Poincaré, Infectious Disease
Department, F92380 Garches, France. “Université Paris Sud, Univ Paris 11,
INSERM, Centre for research in Epidemiology and population health, U 1018,
F94800 Villejuif, France. '°AP-HP, Groupe Hospitalier des Hopitaux
Universitaires Est Parisien, Department of clinical pharmacology and Clinical
Research Center of East of Paris (CRC-Est), F75012 Paris, France. ''Sorbonne
Universités, UPMC Univ Paris 06, INSERM, UMR 1148, F75018 Paris, France.
2Université Versailles Saint-Quentin, UMR 1173, F92380 Garches, France.

Received: 26 October 2015 Accepted: 25 January 2016
Published online: 01 February 2016

References

1. Cazein F, Pillonel J, Le Strat Y, Pinget R, Le Vu S, Brunet S, et al. Découvertes
de séropositivité VIH et de sida, France, 2003-2013. Bull Epidémiol
Hebdmadaire. 2015,9-10:152-61.

2. Centers for Disease Control and Prevention. HIV Surveillance Report 2013,
[http://www.cdc.gov/hiv/library/reports/surveillance/2013/surveillance_
Report_vol_25.html. Published February 2015. Accessed date: 15/10/2015]

3. Consolidated Guidelines on HIV Testing Services 2015. WHO Guidelines
Approved by the Guidelines Review Committee [http://apps.who.int/iris/
bitstream/10665/179870/1/9789241508926_eng.pdf?ua=1. Published July
2015. Accessed date: 15/10/2015]

4. Yin Z, Brown AE, Hughes G, Nardone A, Gill ON, Delpech VC, et al. HIV in
the United Kingdom 2014 Report. Public Health England, London [https//
www.gov.uk/government/uploads/system/uploads/attachment_data/file/
401662/2014_PHE_HIV_annual_report_draft_Final_07-01-2015.pdf. Published
November 2014. Accessed date: 15/10/2015]

5. Montlahuc C, Guiguet M, Abgrall S, Daneluzzi V, de Salvador F, Launay O, et
al. Impact of late presentation on the risk of death among HIV-infected
people in France (2003-2009). J Acquir Immune Defic Syndr.
2013,64(2):197-203.

6. Cohen MS, Chen YQ, Mc Cauley M, Gamble T, Hosseinipour MC,
Kumarasamy N, et al. Prevention of HIV-1 infection with early antiretroviral
therapy. N Engl J Med. 2011;365(6):493-505.

7. Lundgren JD, Babiker AG, Gordin F, Emery S, Grund B, Sharma S, et al.
Initiation of antiretroviral therapy in early asymptomatic HIV infection.

N Engl J Med. 2015;373(9):795-807.

8. Danel C, Moh R, Gabillard D, Badje A, Le Carrou J, Ouassa T, et al. A trial of
early antiretrovirals and isoniazid preventive therapy in Africa. N Engl J Med.
2015;373(9):808-22.

9. Cazein F, Le Strat Y, Sarr A, Ramus C, Bouche N, Le Vu S, et al. Dépistage de
I'infection par le VIH en France, 2003-2013. Bull Epidemiol Hebdomadaire.
2014;32-33:534-40.

10.  Centers for Disease Control and Prevention. Revised recommendations for
HIV testing of adults, adolescents, and pregnant women in health-care
settings [http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5514a1.htm.
Published December 2006. Accessed date: 15/10/2015]

11, British HIV Association. UK National Guidelines for HIV Testing 2008 [http//
www.bhiva.org/documents/guidelines/testing/glineshivtest08.pdf. Published
September 2008. Accessed date: 15/10/2015]

12, Ministere de la Santé et des Sports. Plan national de lutte contre le VIH-Sida
et les IST 2010-2014 [http://www.sante.gouv.fr/IMG/pdf/plan_national _
lutte_contre_le_VIH-SIDA_et_les_IST_2010-2014.pdf. Published November
2010. Accessed date: 15/10/2015]

13.  Haute Autorité de Santé. Dépistage de l'infection par le VIH, Stratégies et
dispositif de dépistage, Synthese et recommandations [http://www.sante.
gouv.fr/IMG/pdf/synthese_depistage_vih_HAS_2009-2.pdf. Published
October 2009. Accessed date: 15/10/2015]

14. Légifrance. Arrété du 9 novembre 2010 fixant les conditions de réalisation
des tests rapides d'orientation diagnostique de l'infection a virus de
I'immunodéficience humaine (VIH 1 et 2) [http://www.legifrance.gouv.fr/
affichTexte. do?cidTexte=JORFTEXT000023093746&dateTexte&categorie
Lien=id. Published November 2010. Accessed date: 15/10/2015]

20.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33

34.

35.

Page 11 of 12

d'Almeida KW, Kerziek G, de Truchis P, Le Vu S, Pateron D, Renaud B.
Modest public health impact of nontargeted human immunodeficiency
virus screening in 29 Emergency Departments. Arch Intern Med.
2012;172(1):12-20.

Boisguérin B, Brilhault G Le panorama des établissements de santé édition
2013. Drees. Collection Etudes et statistiques, 2013: 168.

Cremieux A, Wilson d'Almeida K, Kierzek G, De Truchis P, Le Vu S, Pateron D,
et al. Acceptabilité et faisabilité du dépistage systématique du VIH. Bull
Epidemiol Hebdomadaire. 2010;45-46:460-3.

Haukoos JS. The impact of nontargeted HIV screening in emergency
departments and the ongoing need for targeted strategies. Arch Intern
Med. 2012;172(1):20-2.

Rayment M, Thornton A, Mandalia S, Elam G, Atkins M, Jones R, et al. HIV
testing in non-traditional settings - the HINTS study: a multi-centre
observational study of feasibility and acceptability. PLoS One.

2012;7(6), €39530.

Casalino E, Bernot B, Bouchaud O, Chakib Alloui C, Choquet C, Bouvet E,

et al. Twelve months of routine HIV screening in 6 emergency departments
in the Paris area: results from the ANRS URDEP study. PLoS One.
2012;7(10):e46437.

Gautier A. Baromeétre santé médecins généralistes 2009. Inpes, coll
Barometres santé. 2011:137-155.

Hoover JB, Tao G, Heffelfinger JD. Monitoring HIV testing at visits to
emergency departments in the United States: very-low rate of HIV testing.
J Acquir Immune Defic Syndr. 2013;62(1):90-4.

Hartney T, Kennedy |, Crook P, Nardone A. Expanded HIV testing in high-
prevalence areas in England: results of a 2012 audit of sexual health
commissioners. HIV Med. 2014;15(4):251-4.

Leblanc J, Burnet E, D'Almeida KW, Lert F, Simon T, Cremieux AC. The role
of nurses in HIV screening in health care facilities: a systematic review. Int

J Nurs Stud. 2015;52(9):1495-513.

d'’Almeida KW, Pateron D, Kierzek G, Renaud B, Semaille C, de Truchis P,

et al. Understanding providers' offering and patients’ acceptance of HIV
screening in emergency departments: a multilevel analysis. ANRS 95008,
Paris, France. PLoS One. 2013:8(4):e62686.

Arbelaez C, Wright EA, Losina E, Millen JC, Kimmel S, Dooley M, et al.
Emergency provider attitudes and barriers to universal HIV testing in the
emergency department. J Emerg Med. 2012,42(1):7-14.

Leblanc J, d'Almeida KW, Lert F, Cremieux A-C. Participation of healthcare
staff and nurse autonomy for HIV/AIDS screening. Rech Soins Infirm.
2012;108:43-52.

Elias MJ, Gomez-Ayerbe C, Muriel A, Calonge ME, Diaz A, Elias PP, et al.
Comparison of routine versus targeted HIV testing strategies: coverage and
estimated missed infections in emergency room and primary care centre.
JInt AIDS Soc. 2014;17(4 Suppl 3):19671.

Long EF, Mandalia R, Mandalia S, Alistar SS, Beck EJ, Brandeau ML. Expanded
HIV testing in low-prevalence, high-income countries: a cost-effectiveness
analysis for the United Kingdom. PLoS One. 2014;9(4):.e95735.

Borges CM, Pathela P, Pirillo R, Blank S. Targeting the use of pooled HIV
RNA screening to reduce cost in health department STD clinics: New York
City, 2009-2011. Public health reports (Washington, DC : 1974) 2015. 2015;
130(1):81-6.

Haukoos JS, Hopkins E, Bender B, Sasson C, Al-Tayyib AA, Thrun MW, et al.
DEDHTR: comparison of enhanced targeted rapid HIV screening using the
Denver HIV risk score to nontargeted rapid HIV screening in the emergency
department. Ann Emerg Med. 2013;61(3):353-61.

Miller WC, Leone PA, McCoy S, Nguyen TQ, Williams DE, Pilcher CD.
Targeted testing for acute HIV infection in North Carolina. Aids.
2009;23(7):835-43.

Supervie V, Ndawinz J, Lodi S, Costagliola D. The undiagnosed HIV epidemic
in France and its implications for HIV screening strategies. AIDS. 2014;28(12):
1797-804. doi:10.1097/QAD.0000000000000270.

Cremieux A, d’Almeida K, De Truchis P, Simon F, Le Strat Y, Bousquet V,

et al. Undiagnosed HIV prevalence based on nontargeted screening in
emergency departments. AIDS. 2012;26(11):1445-8. doi:10.1097/QAD.
1440b1013e328355373f.

Cazein F, Barin F, Le Strat Y, Pillonel J, Le Vu S, Lot F, et al. Prevalence and
characteristics of individuals with undiagnosed HIV infection in France:
evidence from a survey on hepatitis B and C seroprevalence. J Acquir
Immune Defic Syndr. 2012;60(4):e114-7. doi:10.1097/QAI.1090b1013e31
8256b318253fd.


http://www.cdc.gov/hiv/library/reports/surveillance/2013/surveillance_Report_vol_25.html
http://www.cdc.gov/hiv/library/reports/surveillance/2013/surveillance_Report_vol_25.html
http://apps.who.int/iris/bitstream/10665/179870/1/9789241508926_eng.pdf?ua=1
http://apps.who.int/iris/bitstream/10665/179870/1/9789241508926_eng.pdf?ua=1
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/401662/2014_PHE_HIV_annual_report_draft_Final_07-01-2015.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/401662/2014_PHE_HIV_annual_report_draft_Final_07-01-2015.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/401662/2014_PHE_HIV_annual_report_draft_Final_07-01-2015.pdf
http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5514a1.htm
http://www.bhiva.org/documents/guidelines/testing/glineshivtest08.pdf
http://www.bhiva.org/documents/guidelines/testing/glineshivtest08.pdf
http://www.sante.gouv.fr/IMG/pdf/plan_national_lutte_contre_le_VIH-SIDA_et_les_IST_2010-2014.pdf
http://www.sante.gouv.fr/IMG/pdf/plan_national_lutte_contre_le_VIH-SIDA_et_les_IST_2010-2014.pdf
http://www.sante.gouv.fr/IMG/pdf/synthese_depistage_vih_HAS_2009-2.pdf
http://www.sante.gouv.fr/IMG/pdf/synthese_depistage_vih_HAS_2009-2.pdf
http://www.legifrance.gouv.fr/affichTexte.do?cidTexte=JORFTEXT000023093746&dateTexte&categorieLien=id
http://www.legifrance.gouv.fr/affichTexte.do?cidTexte=JORFTEXT000023093746&dateTexte&categorieLien=id
http://www.legifrance.gouv.fr/affichTexte.do?cidTexte=JORFTEXT000023093746&dateTexte&categorieLien=id
http://dx.doi.org/10.1097/QAD.0000000000000270
http://dx.doi.org/10.1097/QAD.1440b1013e328355373f
http://dx.doi.org/10.1097/QAD.1440b1013e328355373f
http://dx.doi.org/10.1097/QAI.1090b1013e318256b318253fd
http://dx.doi.org/10.1097/QAI.1090b1013e318256b318253fd

Leblanc et al. BMC Infectious Diseases (2016) 16:51

36.

37.

38.

39.

40.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

Lyons MS, Lindsell CJ, Ruffner AH, Wayne DB, Hart KW, Sperling M|, et al.
Randomized comparison of universal and targeted HIV screening in the
emergency department. J Acquir Immune Defic Syndr. 2013,64(3):315-23.
Mumma BE, Suffoletto BP. Less encouraging lessons from the front lines:
barriers to implementation of an emergency department-based HIV
screening program. Ann Emerg Med. 2011;58(1 Suppl 1):544-8.

Rayment M, Rae C, Ghooloo F, Doku E, Hardie J, Finlay S, et al. Routine HIV
testing in the emergency department: tough lessons in sustainability. HIV
Med. 2013;14 Suppl 3:6-9.

Parienti JJ, Kuss O. Cluster-crossover design: a method for limiting clusters
level effect in community-intervention studies. Contemp Clin Trials.
2007;28(3):316-23.

Turner RM, White IR, Croudace T. Analysis of cluster randomized cross-over
trial data: a comparison of methods. Stat Med. 2007;26(2):274-89.

Cazein FLSY, Pillonel J, et al. Dépistage du VIH et découvertes de
séropositivité, France, 2003-2010. Bull Epidemiol Hebd. 2011;43-44:446-54.
Velter A, Barin F, Bouyssou A, Guinard J, Leon L, Le Vu S, et al. HIV
prevalence and sexual risk behaviors associated with awareness of HIV
status among men who have sex with men in Paris, France. AIDS Behav.
2013;17(4):1266-78.

Haukoos JS, Lyons MS, Lindsell CJ, Hopkins E, Bender B, Rothman RE, et al.
Derivation and validation of the Denver Human Immunodeficiency Virus (HIV)
risk score for targeted HIV screening. Am J Epidemiol. 2012;175(8):838-46.
Smith DK, Pals SL, Herbst JH, Shinde S, Carey JW. Development of a clinical
screening index predictive of incident HIV infection among men who have
sex with men in the United States. J Acquir Immune Defic Syndr.
2012;60(4):421-7.

Menza TW, Hughes JP, Celum CL, Golden MR. Prediction of HIV acquisition
among men who have sex with men. Sex Transm Dis. 2009;36(9):547-55.
Hsieh YH, Haukoos JS, Rothman RE. Validation of an abbreviated version of
the Denver HIV risk score for prediction of HIV infection in an urban ED.
Am J Emerg Med. 2014;32(7):775-9.

Perisse AR, Langenberg P, Hungerford L, Boulay M, Charurat M, Schechter
M, et al. Egocentric network data provide additional information for
characterizing an individual’s HIV risk profile. Aids. 2010;24(2):291-8.
Haukoos JS, Hopkins E, Bucossi MM, Lyons MS, Rothman RE, White DA, et al.
Validation of a quantitative HIV risk prediction tool using a national HIV
testing cohort. J Acquir Immune Defic Syndr. 2015;68(5):599-603.

Gerbert B, Bronstone A, McPhee S, Pantilat S, Allerton M. Development and
testing of an HIV-risk screening instrument for use in health care settings.
Am J Prev Med. 1998;15(2):103-13.

Chen Z, Branson B, Ballenger A, Peterman TA. Risk assessment to improve
targeting of HIV counseling and testing services for STD clinic patients. Sex
Transm Dis. 1998,25(10):539-43.

Felsen UR, Bellin EY, Cunningham CO, Zingman BS. Development of an
electronic medical record-based algorithm to identify patients with
unknown HIV status. AIDS Care. 2014;26(10):1318-25.

Hejblum G, Chalumeau-Lemoine L, loos V, Boelle PY, Salomon L, Simon T,
et al. Comparison of routine and on-demand prescription of chest radiographs
in mechanically ventilated adults: a multicentre, cluster-randomised,
two-period crossover study. Lancet. 2009;374(9702):1687-93.

Giraudeau B, Ravaud P, Donner A. Sample size calculation for cluster
randomized cross-over trials. Stat Med. 2008;27(27):5578-85.

Hintze, J. PASS 11. NCSS, LLC. Kaysville, Utah, USA. [www.ncss.com].
Accessed 15 Oct 2015.

Campbell MK, Piaggio G, Elbourne DR, Altman DG. Consort 2010 statement:
extension to cluster randomised trials. BMJ (Clinical research ed).
2012;345:25661.

Chan AW, Tetzlaff JM, Altman DG, Laupacis A, Gotzsche PC, Krleza-Jeric K,
et al. SPIRIT 2013 statement: defining standard protocol items for clinical
trials. Ann Intern Med. 2013;158(3):200-7.

Hecht CR, Smith MD, Radonich K, Kozlovskaya O, Totten VY. A Comparison of
Patient and Staff Attitudes About Emergency Department-Based HIV Testing in
2 Urban Hospitals. Ann Emerg Med. 2011;58(1 Suppl 1):528-32. €21-24.
Giraudeau B, Ravaud P. Preventing bias in cluster randomised trials. PLoS
Med. 2009;6(5), e1000065.

Cunningham C, Doran B, Del.uca J, Dyksterhouse R, Asgary R, Sacajiu G.
Routine opt-out testing in an urban community health center. AIDS Patient
Care STDS. 2009;23(8):619-23.

60.

62.

Page 12 of 12

Schechter-Perkins EM, Koppelman E, Mitchell PM, Morgan JR, Kutzen R,
Drainoni ML. Characteristics of patients who accept and decline ED rapid
HIV testing. Am J Emerg Med. 2014;32(9):1109-12.

Pisculli ML, Reichmann WM, Losina E, Donnell-Fink LA, Arbelaez C, Katz JN,
et al. Factors associated with refusal of rapid HIV testing in an emergency
department. AIDS Behav. 2011;15(4):734-42.

Brown AW, Li P, Bohan Brown MM. Best (but oft-forgotten) practices:
designing, analyzing, and reporting cluster randomized controlled trials.
Am J Clin Nutr. 2015;102(2):241-8.

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

e Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BioMed Central



http://www.ncss.com/

	Abstract
	Background
	Methods/Design
	Discussion
	Trial registration

	Background
	Rationale for the study design
	Primary objective
	Secondary objectives

	Methods
	Study design
	Study outcomes
	Primary outcome
	Secondary outcomes

	Study settings
	Study participants
	Study strategies
	Control strategy
	Intervention strategy
	Study procedures
	Designing the DICI-VIH self-reported risk assessment questionnaire

	Data collection and management
	Sample size
	Statistical analysis
	Additional analyses
	Factors associated with patient refusal of nurse-driven targeted HIV screening
	Patient perceptions of nurse-driven targeted HIV screening
	Acceptability of nurse-driven targeted HIV screening by providers
	Cost and cost-effectiveness evaluation

	Organization of the trial
	Ethical aspects
	Funding/support
	Data monitoring


	Discussion
	Conclusion
	Trial status
	Abbreviations

	Competing interests
	Authors’ contributions
	Acknowledgments
	Author details
	References



