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Abstract

Aims

The community-based AERLI intervention provided training and education to people who
inject drugs (PWID) about HIV and HCV transmission risk reduction, with a focus on drug
injecting practices, other injection-related complications, and access to HIV and HCV testing
and care. We hypothesized that in such a population where HCV prevalence is very high and
where few know their HCV serostatus, AERLI would lead to increased HCV testing.

Methods

The national multisite intervention study ANRS-AERLI consisted in assessing the impact of
an injection-centered face-to-face educational session offered in volunteer harm reduction
(HR) centers (“with intervention”) compared with standard HR centers (“without interven-
tion”). The study included 271 PWID interviewed on three occasions: enrolment, 6 and 12
months. Participants in the intervention group received at least one face-to-face educational
session during the first 6 months.

Measurements

The primary outcome of this analysis was reporting to have been tested for HCV during the
previous 6 months. Statistical analyses used a two-step Heckman approach to account for
bias arising from the non-randomized clustering design. This approach identified factors
associated with HCV testing during the previous 6 months.

Findings
Of the 271 participants, 127 and 144 were enrolled in the control and intervention groups,
respectively. Of the latter, 113 received at least one educational session. For the present
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analysis, we selected 114 and 88 participants eligible for HCV testing in the control and
intervention groups, respectively. In the intervention group, 44% of participants reported
having being tested for HCV during the previous 6 months at enrolment and 85% at 6
months or 12 months. In the control group, these percentages were 51% at enrolment and
78% at 12 months. Multivariable analyses showed that participants who received at least
one educational session during follow-up were more likely to report HCV testing, compared
with those who did not receive any intervention (95%[CI] = 4.13[1.03;16.60]).

Conclusion

The educational intervention AERLI had already shown efficiency in reducing HCV at-risk
practices and associated cutaneous complications and also seems to have a positive
impact in increasing HCV testing in PWID.

Introduction

Expanded access to needle and syringe programs (NSPs) and opioid maintenance treatment
(OMT) have led to a huge decrease in HIV epidemics since the 1990s in France [1] and other
countries [2]. However, people who inject drugs (PWID) face other challenges regarding health
issues. The Global Burden of Disease project conducted in 77 countries where data on HCV
are available showed that HCV prevalence is between 60 and 80% among PWID in 26 coun-
tries and >80% in 12 countries, even in countries where harm reduction programs are accessi-
ble [3]. Liver disease has become the most common cause of mortality among PWID [4]. The
results of modeling of HCV epidemics performed by Vickerman et al. confirmed that scaling-
up Opioid maintenance treatment (OMT) and high coverage Needle Syringe programs (NSP)
may not be sufficient to reduce HCV prevalence among PWID, and suggested that other inter-
ventions are needed [5].

Although PWID are recognised as the population most at risk of HCV infection [3], they
are less likely to be referred for HCV testing and care [6]. A Scottish study suggested that only
22% of PWID were diagnosed HCV antibody positive since first attendance at drug centers
despite an estimated prevalence of 83% [7]). Other findings showed that 58% of HCV-positive
PWID were not HCV-diagnosed [8]. Recent evidence highlighted that PWID who receive posi-
tive results for HCV significantly reduce their at-risk practices [9]. Finally, less than 20% of all
people who use drugs (PWUD) and who are eligible for HCV treatment are actually treated
[10]. In the era of oral direct acting antivirals (DAAs), it seems crucial to increase uptake of
HCV testing to improve linkage to care for PWID.

We used data from ANRS-AERLI, a study providing community-based educational training
and education about injection, to determine whether the intervention increases uptake of HCV
testing among PWID. This secondary analysis evaluated whether this educational intervention
increased uptake of HCV testing in this population of difficult-to-reach PWID after adjust-
ment on other known correlates.

Materials and Methods
Study design

This national, clustered, multi-site intervention study was conducted in 17 low-threshold drug
user harm reduction (HR) centers in France between 2011 and 2013. It enrolled 271 PWID
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seeking support for their injection practices, including 144 people recruited in 8 HR centers
implementing the intervention (hereafter “intervention group”) and 127 people in 9 HR cen-
ters not providing the intervention (hereafter “control group”). As explained above, the assign-
ment of HR centers to the intervention and control groups was not randomly performed as it
was not feasible to implement the intervention in all HR centers, due to the fact that not all HR
centers had a dedicated space and trained staff/volunteers. Therefore, to avoid any possible
bias related to non-random assignment, a two-step Heckman model was used in the analysis
(see the “Statistical analyses” section). The study included PWID attending the HR center who
spontaneously asked for help or information related to injection and who could be reached by
phone. Each participant received a small monetary incentive for each questionnaire completed
during the phone interview. All PWID who agreed to participate in the study provided written
informed consent. The study was approved by the National scientific research ethics committee
in Paris. Further details of the study are described elsewhere [11].

Description of the intervention

The community-based intervention consisted in providing training and education about HIV
and HCV transmission risk reduction, with a focus on drug injecting practices, other injection-
related complications, and access to HIV and HCV testing and care. It was organized as a series
of participant-centered face-to-face educational sessions, taking place in a dedicated room in
each intervention group unit. The NGO staff/volunteers followed a comprehensive checklist
which covered elements regarding the observation of injection practices and the provision of
advice on how to improve them. This was a three-step process:

o Direct observation by trained NGO staff/volunteers of participants’ self-injecting the psycho-
active product they habitually used;

« Analysis of each component of the act of injection by the trained NGO staft / volunteers
using the checKklist to identify associated problems.

« An educational exchange about participant injection practices and questions they might have
about a specific element.

Participants had to receive at least one educational session over the first 6 months. The
intervention was performed by trained NGO staff or volunteers in the 17 HR centers whose
duties include managing NSPs, providing other HR interventions and referring clients for
HBYV vaccination or HIV and HCV testing.

Data collection

We used a computer-assisted telephone interview (CATI) to collect the following data at enrol-
ment, M6 and M12: socio-demographic information (gender, age, education level, living in a
couple or not, employment status, housing situation), history of drug use (age at first drug
injection, type of drugs) and drug and alcohol consumption using, respectively, the Opiate
Treatment Index (OTI [12]) and the AUDIT-C questionnaire [13]. With respect to housing,
those who reported having their own housing (being owner or renter) were classified as having
“stable housing”. We also collected information about access to care, HIV and HCV testing
and diagnosis. With respect to HCV testing, patients were asked at enrolment (MO) if they had
ever been tested for HCV infection. If they replied yes, subsequent questions collected data
about the date of their most recent HCV test and their HCV serostatus (positive, negative,
unknown or did not want to disclose). At the two other follow-up visits (M6, M12), partici-
pants were asked about HCV testing during the previous 6 months. The status of treatment for
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opioid dependence was also described. Individuals who reported taking prescribed buprenor-
phine, methadone or morphine sulfate were considered to be currently on opioid maintenance
treatment (OMT). They were also asked whether they engaged in unsafe HIV-HCV transmis-
sion practices, using the validated BBV-TRAQ-SV questionnaire [14]. A variable “region” was
created by gathering together centers with small population sizes from the same geographic
region: Center, North, Paris (one center), and South.

Study population

The study recruited 144 and 127 participants in the intervention and control groups, respec-
tively. Of the former, 31 participants did not receive any educational session during the study
and were excluded from analyses. As our outcome was HCV testing uptake at any assessment,
of the 240 participants, we only included visits where participants were at risk of HCV infection
(i.e. those who were either HCV-negative or whose HCV serostatus was unknown). In addi-
tion, we excluded those who reported discordant information regarding their HCV testing and
serostatus from one visit to the next (Fig 1). Specific visits (as opposed to participants) were
also censored for PWID with a positive HCV serostatus who reported HCV testing during the
previous 6 months (for those HCV positive at MO but with a HCV test during the previous 6
months, we censored M6 and M12 visits; for those HCV positive at M6, we censored M12).
The present analysis was performed on a sample of 202 participants (Fig 1).

Statistical analyses

First, the 31 participants in the intervention group who did not receive any educational session
during the study were compared with those who received at least one intervention (n = 113).

88 PWID eligible* for HCV
testing

114 PWID eligible* for HCV
testing

48 PWID eligible* for HCV

testing

27 PWID eligible* for HCV
testing

67 PWID eligible* for HCV
testing

54 PWID eligible* for HCV
testing

Fig 1. Flow chart—-ANRS-AERLI (n = 271).

doi:10.1371/journal.pone.0157062.g001
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Furthermore, we compared the 202 participants selected for this analysis with the excluded group
(n = 38). In this selected sample, we finally compared participants who received the intervention
with those who did not using a Chi-square or exact Fisher test for discrete variables, and a t-Stu-
dent or Wilcoxon test for continuous variables. In order to take into account the potential bias
arising from the non-randomized clustering of groups we initially planned to use a two-step
Heckman method adapted for longitudinal settings (details elsewhere [11]) to test the effect of the
intervention on the uptake of HCV testing. However, since the inverse Mills ratio (IMR) was not
significant in the multivariable Heckman model (p = 0.29), we used a mixed logistic regression
model instead. A threshold P-value <0.20 was employed in univariable analyses to identify the
variables eligible to enter the multivariable mixed logistic model. A backward procedure was then
used to select the explanatory variables for the final multivariable model, with a P-value <0.05.
We also tested the interaction effect between follow-up time and receiving the intervention.

Results
Baseline characteristics of the sample

First, in the intervention group of the main sample, the 31 participants who did not receive any
intervention were not different from those who received at least one intervention during the
first 6 months. With respect to the comparison of the 38 participants and the 202 selected, the
latter were younger and more likely to report HCV positivity.

The characteristics of the study sample are presented in Table 1. Of the 202 participants
analyzed, 23% were female and median age [interquartile range (IQR)] was 30 [25-36] years.
One quarter (24%) had a high school certificate, one third (33%) were employed and 27% were
living in a couple. One hundred and eleven (55%) had stable housing.

With respect to drug and alcohol use, median age [IQR] at first drug injection was 20 [17-
24] years, while 34% reported heroin use, 43% cocaine use, 3% crack use, 38% morphine sulfate
use, and 40% buprenorphine use during the previous month. Fifty-five percent reported harm-
ful alcohol consumption. With respect to treatment status for opioid dependence, we found
that 72% of participants at baseline were currently on OMT.

In terms of HCV and HIV, at baseline, 82% reported having been tested for HCV, 35%
reported unsafe HIV-HCV transmission practices and 60% had complications at the injection
site. Finally, 15 participants self-reported HCV seropositivity, 4 HIV seropositivity. Eight and
two, respectively, reported that they did not know their HCV and HIV serostatus.

Factors associated with being exposed to the intervention

After comparing participants’ baseline characteristics between the intervention and the control
groups, we found that those who received at least one educational session during follow-up
were more likely to have unstable housing, to have a high school certificate, to have unsafe
HIV-HCV transmission practices and complications at the injection site, to use heroin or
crack, and not to use buprenorphine or morphine sulfate (Table 1).

HCYV testing during the study

At baseline, 51% of participants in the control group reported HCV testing during the previous
6 months, 34% reported HCV testing more than 6 months previously and 15% no HCV testing.
In the intervention group, 44% of participants reported HCV testing during the previous 6
months, 33% reported HCV testing more than 6 months previously and 23% no HCV testing.
At the end of the study, the percentage of participants who reported being tested for HCV dur-
ing the previous 6 months was 78% in the control group and 85% in the intervention group (Fig 2).
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Table 1. Baseline characteristics (n (%) or median [IQR]), ANRS-AERLI study (n = 202).

Control group (n = 114) Intervention group (n = 88) P-value Total (n = 202)
Gender 0.99
male 88 (77) 68 (77) 156 (77)
female 26 (23) 20 (23) 46 (23)
Age-years ® 30 [26-37] 30 [25-34] 0.36 30 [25-36]
Education 0.04
< High School Certificate 93 (82) 61 (69) 154 (76)
> High School Certificate 21 (18) 27 (31) 48 (24)
Living in a couple 0.27
No 87 (76) 61 (69) 148 (73)
Yes 27 (24) 27 (31) 54 (27)
Employment (paid activity) 0.21
No 72 (63) 63 (72) 135 (67)
Yes 42 (37) 25 (28) 67 (33)
Stable housing <0.001
No 39 (34) 52 (59) 91 (45)
Yes 75 (66) 36 (41) 111 (55)
Age at first drug iniection§ 19 [17-23] 20 [17-25] 0.82 20 [17-24]
Currently on OMT 0.02
No 25 (22) 32 (37) 57 (28)
Yes 89 (78) 54 (63) 143 (72)
Harmful alcohol consumption 0.77
No 50 (44) 40 (46) 90 (45)
Yes 64 (56) 47 (54) 111 (55)
Heroin use* 0.003
No 85 (75) 48 (55) 133 (66)
Yes 29 (25) 40 (45) 69 (34)
Cocaine use* 0.47
No 68 (60) 48 (55) 116 (57)
Yes 46 (40) 40 (45) 86 (43)
Crack use* 0.02
No 113 (99) 82 (93) 195 (97)
Yes 1(1) 6 (7) 7 ()
Buprenorphine use* <0.001
No 55 (48) 66 (60) 121 (60)
Yes 59 (52) 22 (40) 81 (40)
Morphine sulfate use* 0.006
No 80 (70) 45 (51) 125 (62)
Yes 34 (30) 43 (49) 77 (38)
Frequent daily injection 0.20
No 61 (54) 39 (44) 100 (49)
Yes 53 (46) 49 (56) 102 (51)
HCV screening during lifetime 0.15
No 17 (15) 20 (23) 37 (18)
Yes 97 (85) 68 (77) 165 (82)
Unsafe HIV-HCV transmission practices’ 0.05
No 80 (71) 50 (57) 130 (65)
Yes 33 (29) 37 (43) 70 (35)

(Continued)
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Table 1. (Continued)

Control group (n = 114) Intervention group (n = 88) P-value Total (n = 202)
Complications at the injection site® 0.05
No 52 (46) 28 (32) 80 (40)
Yes 62 (54) 60 (68) 122 (60)
Self-reported HCV seropositivity 0.90
No 97 (86) 69 (85) 166 (86)
Yes 16 (14) 12 (15) 28 (14)
Self-reported HIV seropositivity 0.14
No 105 (96) 81 (100) 186 (98)
Yes 4 (4) 0 (0) 4 (2)
§in years

1 AUDIT-C > 3 for women and >4 for men
* during the previous 4 weeks

1 at least 1 unsafe HIV-HCV transmission practice during the previous month
2 at least 1 complication at the injection site during the previous month.

doi:10.1371/journal.pone.0157062.1001

100

80

60

40

20

Impact of intervention on HCV testing

The univariable and multivariable analyses, described in Table 2, show the factors associated
with HCV testing in the whole study sample (n = 202). After adjusting for two other factors
associated with HCV testing (using crack and buprenorphine), we found a significant interac-
tion effect between the intervention group and follow-up (Fig 3), in that participants exposed

iHCV testing during the previous 6 months, n (%)l

58 (50.9)

64 (85.3)
94 (78.3)
39 (44.3)
MO M6/M12
M Controlgroup Intervention group

Fig 2. Percentage of participants who reported HCV testing during the previous 6 months; ANRS-AERLI study (n =202).

doi:10.1371/journal.pone.0157062.9002
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Table 2. Factors associated with HCV testing: logit mixed model, univariable and multivariable analyses, ANRS-AERLI study (n = 202 individuals,

N = 395 observations).

Gender

male

female

Age’®

Education

< High School Certificate
> High School Certificate
Living in a couple

No

Yes

Age at first drug injection®
Stable housing

No

Yes

Paid activity

No

Yes

Age at first regular drug use
Currently on OMT

No

Yes

Polydrug use

No

Yes

Harmful alcohol consumption £
No

Yes

Heroin use*

No

Yes

Cocaine use*

No

Yes

Crack use*

No

Yes

Morphine sulfate use*
No

Yes

Buprenorphine use*
No

Yes

Daily frequent injection* *
No

Yes

Univariable analyses

OR [95%Cl]

:
0.55 [0.20; 1.47]
1.03[0.97; 1.09]

-
0.84[0.33; 2.12]

1
1.37[0.62; 3.03]
0.99 [0.92; 1.06]

1
0.58 [0.26; 1.28]

.
1.24 [0.59; 2.60]
0.97 [0.91; 1.04]

-
1.84 [0.80; 4.22]

1
0.91[0.38; 2.17]

.
0.72[0.34; 1.54]

1
0.83[0.39; 1.78]

-
1.48[0.71; 3.11]

1
0.13[0.02; 0.84]

.
0.73 [0.34; 1.56]

1
2.53[1.07; 5.98]

-
1.45[0.71; 2.95]

p-value

0.23
0.37

0.71

0.44
0.77

0.18

0.58
0.47

0.15

0.84

0.40

0.63

0.30

0.03

0.42

0.04

0.31

Multivariable analysis

aOR [95%Cl]

>
0.11[0.02; 0.80]

-
2.85[1.08; 7.53]

p-value

0.030

0.034

(Continued)
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Table 2. (Continued)

Univariable analyses Multivariable analysis

OR [95%CI] p-value aOR [95%CI] p-value
Intervention group
No 1 1
Yes 0.85[0.38; 1.90] 0.69 0.72[0.24; 2.13] 0.547
Follow-up time
MO 1 1
M6 or M12 1.13[0.61;2.12] 0.69 0.67 [0.28; 1.59] 0.362
Interaction
Intervention group at MO 1
Intervention group at M6 or M12 4.13[1.03; 16.60] 0.046
Sin years

¥ AUDIT-C > 3 for women and >4 for men
*during the previous 4 weeks
** more than 3 times a day; (a) OR = (adjusted) odds-ratio; Cl = confidence interval.

doi:10.1371/journal.pone.0157062.t002

to the intervention at least once during follow-up were more likely to have been tested for
HCV (odds-ratio (OR) [95% confidence interval (CI)] = 4.13 [1.03;16.60] in the intervention
group, at M6 or M12 follow-up visits). No significant random regional effect was found.

Among all the visits where participants reported buprenorphine injection (n = 150), 90%
(n =135) were on OMT.

1
!

.95
|

.85
|

.8
|

T T
MO M6 or M12

Follow_up time

Probability of participants who reported HCV testing
9
|

Control group — Intervention group

Fig 3. Predictive margins.

doi:10.1371/journal.pone.0157062.g003
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Discussion

This study shows an additional important impact on patient uptake of HCV testing of a com-
munity-based educational intervention on injecting practices for PWID conducted in low-
threshold sites. Indeed, in this population where HCV prevalence is extremely high and access
to care often complicated, our results suggest that this type of intervention may be effective to
increase uptake of HCV testing in difficult-to-reach PWID. Recent evidence suggests that
receiving positive testing results for HCV significantly reduces at-risk injecting practices
among PWIDs [9]. The ANRS-AERLI intervention-based study was designed as an educa-
tional support to limit unsafe injecting practices and their consequences in PWID [11]. This is
the population most at risk in terms of HCV seropositivity and transmission [15]. They are
also much more marginalized from prevention and care for many reasons, including fear of
stigma and discrimination [16]. In addition, structural impediments exist, and a large gap
between support needs and supply has already been highlighted in homeless individuals with
psychiatric issues, especially in the HCV-infected population [17]. Despite outreach interven-
tions, for example mobile units for specific populations [18, 19], HCV testing remains a chal-
lenge for PWID, especially for younger injectors who are less likely to be aware of HCV testing
and treatment options [20]. This educational intervention could serve as an entry point for pre-
vention and information strategies for HCV screening and care in this marginalized at-risk
population.

Besides participation in the AERLI intervention, the two other variables associated with
HCV testing are also of interest for our interpretation. The first is that individuals who
reported injecting buprenorphine reported being on OMT in over 90% of visits. This reflects
the fact that the majority of opioid dependent people on OMT receive buprenorphine through
prescription by primary care physicians. In France, OMT coverage is very high with an esti-
mated 138,000 people receiving OMT in 2009, of whom 73% received buprenorphine and 27%
received methadone [21, 22]. It has been already shown that access to OMT may increase
uptake of HCV testing and care [23]. Although OMT medications, especially buprenorphine
(Roux et al., 2008), are sometimes diverted by injection, medical follow-up and current harm
reduction interventions which include OMT may have a positive impact on uptake of HCV
testing. Even though real world HCV testing practices by primary care physicians in France
did not reflect prevailing guidelines at the beginning of the 2000s [24], the prevention cam-
paign implemented in the second half of the 2000s seems to have had a positive impact on
increased uptake of HCV testing and care in primary care [25].

The second variable associated with HCV testing was crack use. Participants who reported
they were crack users were less likely to have been tested for HCV. This is an important result
and highlights the need to provide improved access to prevention and care for this population.
It has been already shown that crack users have more limited access to HCV treatment [26,
27]. Furthermore, unlike opioid-dependent individuals who have access to adequate treatment,
mainly opioid maintenance treatment, they have no analogous pharmacological treatment.
Nevertheless, crack use is increasingly associated with HCV infection and significant social
marginalization [28]. Our results show that even with access to this educational intervention,
crack users in our study had more limited access to HCV testing. This remains a challenging
issue as in France this population are known to be vulnerable to HCV and several studies have
found high prevalence in this population [29].

Some limitations of this study should be acknowledged. First, the use of self-reports is
known to be subject to social desirability bias. Nevertheless, their reliability in drug-using pop-
ulations has already been demonstrated [30]. In addition, to limit desirability bias, data were
collected using computer-assisted telephone interviews (CATI), conducted by a trained,
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external, non-judgmental interviewer not involved in the educational sessions. Second, the reli-
ability of using non-randomized clustering to compare the control and intervention groups
may be put into question. However, we performed a secondary analysis based on a Heckman
model to ensure the two groups could be compared when measuring the effect of the interven-
tion on access to HCV testing. This analysis did not affect the results. Another limitation is
that the harm reduction centers who agreed to participate in the study were already more
engaged in access to HCV testing and care for drug users. Had the comparison been made with
a control group created from centers not already engaged in HCV testing for drug users, it
might have been more difficult to see the impact of the intervention between the control and
intervention groups. Finally, although we did our best to control for non-randomization bias,
the amplitude of the confidence intervals and the risk of uncontrolled differences between the
two groups suggest the need to confirm our results in a more controlled setting.

This educational ANRS-AERLI intervention has been shown to be efficient not only in
reducing unsafe HCV transmission practices and associated cutaneous complications, but also
in increasing HCV testing in PWID. The latter finding may be used in community-based set-
tings to increase the availability of similar educational programs. In addition, further interven-
tions may be adapted to more marginalized populations, especially crack users.
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