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Abstract

Objective—HIV-risk behaviors were examined at 4- and 12-month follow-up for 230 newly-
admitted methadone patients randomly assigned to receive either methadone only (r=99) or
methadone with drug abuse counseling (/7=131) in the first four months,

Methods—The AIDS Risk Assessment was administered at baseline (treatment entry) and at 4-
and 12-month follow-up. Linear mixed model analysis examined changesin HIV drug- and sex-
risk behaviors over the 12 months in the total sample, drug-risk behaviors in the subsample that
reported injecting drugs at baseline (r=110), and sex-risk behaviors in the subsample that reported
engaging in unprotected sex at baseline (/=130).

Results—Significant decreases over time were found in the frequencies of injecting, injecting
with other injectors, and sharing cooker, cotton, or rinse water in the total sample and the injector
subsample (/<0.05). Decreases were also found in the frequencies of having sex without a
condom either with someone who was not a spouse or primary partner or while high (/<0.05) in
the total sample and the frequencies of having sex without a condom and having sex without a
condom while high in the unprotected-sex subsample (/<0.05). No significant treatment group
main effects or treatment group X time interaction effects were found in any of the HIV-risk
behaviorsin the total sample or either subsample (A>0.05).

Conclusions—During the first 12 months of treatment, providing drug abuse counseling with
methadone compared to providing methadone alone was not associated with significant changesin
HIV-risk behaviors for methadone maintenance patients.
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Heroin dependence is associated with HIV-risk behavior through sharing of injection
equipment and unprotected sexual encounters and is aleading cause of HIV infection
throughout the world (Sullivan et al., 2005). In some areas, such as Eastern Europe and
Central Asia, the number of individuals living with HIV has nearly tripled since 2000,
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primarily dueto arapid increase in the number of new HIV infections among drug injectors
(United Nations Program on HIV AIDS, 2010). Methadone treatment has been shown in
numerous clinical trials conducted over several decades to be a highly effective treatment
that significantly reduces opioid use (Mattick et a., 2009). Research following the
availability of the HIV antibody test found that long tenure on methadone maintenance in
New York City was a protective factor against HIV infection (Novick et al., 1990).
Subsequent longitudinal cohort studies have examined HIV-risk behavior among individuals
receiving methadone coupled with standard levels of counseling commonly provided in such
treatment programs in pre-post designs (Maddux and Desmond, 1997; Lott et al., 2006) and
in cohort designs comparing methadone with standard counseling and out-of -treatment
samples (Metzger et a., 1993; Kwiatkowski and Booth, 2001). A Cochrane Review of 33
studies involving more than 10,400 participants found that methadone treatment was
associated with significant reductions in certain drug- and sex-related HIV-risk behaviors,
including injection and sharing of injection equipment, having multiple sex partners, and
trading sex for drugs or money (Gowing et a., 2008). However, there have been very few
randomized clinical trials of methadone treatment that have explored the impact of drug
abuse counseling on HIV-risk behaviors.

Several studies have found no significant differencesin illicit opioid use when comparing
methadone treatment provided under direct administration without drug counseling to such
treatment with counseling (Senay et al., 1973; Calsyn et al., 1994; Gruber et a., 2008;
Schwartz et a., 2011). In aprevioustrial, participants randomly assigned to receive
methadone without counseling for up to 4 months had significantly greater average
reduction in frequency of injection and unprotected sex at 4-month follow-up than
participants on awaiting list (Wilson et al., 2010). The question remains whether methadone
patients who do not receive counseling during the first four months are less likely to reduce
their HIV-risk behaviors than methadone patients who receive counseling. This study
compared HIV drug- and sex-risk behaviors over 12 months for individuals randomly
assigned to receive either methadone with emergency counseling only (termed interim
methadone [IM]) for the first four months or methadone with standard drug counseling.
Because counseling in standard methadone treatment may contain HIV-risk reduction
messages and skills training and previous research has shown that methadone coupled with
standard counseling has been associated with significant reductions in some HIV-risk
behaviors, we hypothesized that participants who received methadone with counseling
would generally show significantly greater reductions in HIV-risk behaviors compared to
participants who received interim methadone.

The study was conducted in two community-based methadone treatment programsin
Baltimore, Maryland and described elsewhere in detail (Schwartz et a., 2011). Participants
were enrolled in the study between May 2008 and January 2010. Individuals who otherwise
would have been placed on awaiting list were randomly assigned on a 1.1 basisto receive
Interim Methadone (IM) for up to 120 days or Standard M ethadone (SM) with counseling at
one of the sites. The other site had athird Condition, termed Restored Methadone (RM), in
which counseling was provided by a counselor with half the typical caseload in order to
“restore” the smaller casel oads that were available in the early days of methadone treatment
inthe US. Individuals at this site were randomly assigned on a 1:1:1 basis to receive IM,
SM, or RM.

The study sample consisted of 230 heroin-dependent adults who were seeking enrollment in
one of two methadone treatment programs (M TPs) but for whom a treatment slot was not
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available for at least two weeks outside of study participation. Inclusion criteriawere: being
18 years of age or older; meeting federal criteriafor methadone maintenance (i.e., being
opioid dependent for aminimum of 12 months); and willingness to provide written informed
consent. Exclusion criteria were pregnancy or evidence of an unstable medical or psychiatric
condition requiring acute care.

As shown in the CONSORT diagram in Figure 1, 244 individuals were randomly assigned
to atreatment group (108, 107, and 29 in the IM, SM, and RM groups, respectively).
However, 9 were excluded from IM (4 required acute psychiatric treatment, 4 were not
admitted to M TP, and 1 was not heroin-dependent), 3 were excluded from SM (not admitted
to MTP), and 2 were excluded from RM (1 had previously enrolled in the study at the other
siteand 1 had arelative assigned to the same group). Thus, atotal of 99 randomly-assigned
participants received IM, 104 received SM, and 27 received RM and were interviewed at
baseline. At the 4-month follow-up, 97 IM participants (98%), 93 SM participants (89%),
and 26 RM participants (96%) were interviewed. At the 12-month follow-up, 93 IM
participants (93.9%), 92 SM participants (88.5%), and 25 RM participants (92.5%) were
interviewed.

The Friends Research Institute’ s IRB as well as the IRBs of the organizations of the
participating M TPs approved the protocol.

Treatment Groups

There were three treatment groups as follows:

Interim Methadone (IM)—Consisted of up to 120 days of administered methadone with
only emergency counseling available (e.g., for suicidal ideation). During IM, participants
could request changes in their methadone dose, but were ineligible to earn take-home doses.
The mean dose for IM participants was 79.4 mg (SD=18.5) at 4 months and 91.8 mg
(SD=21.3) at 12 months. IM participants were required to provide at least three urine
samples for drug testing.

IM participants were eligible to be transferred to standard methadone treatment as slotsin
the treatment program became available, although the majority of participants who were
transferred did so towards the very end of their 120 day transfer deadline. Of the 99 IM
participants, 88 (88.7%) were on IM for at least 110 days. Of the 91 (91.8%) participants
who completed IM, 94 (94.5%) were on IM for at least 110 days.

No emergency counseling was reported among IM participants. Though some IM
participants had their first counseling session prior to 120 days, counseling levels were till
extremely low among IM participantsin the first 4 months (mean [ SO] total number of
counseling sessionswas 0.69 [1.7]). From 4 to 12 months, IM participants had a mean of
11.7 (9.7) counseling sessions.

Standard Methadone (SM)—Consisted of administered methadone and the standard
level of counseling. Patients at one site were expected to attend weekly individual
counseling for the first 30—60 days, then bi-weekly or monthly as needed. Groups were
voluntary, though mandatory for patients still using drugs after six months of treatment. At
the other site, patients were expected to attend weekly individual or group counseling for the
first 90 days, then at least monthly, as well as 5 group orientation sessions. Patient-to-
counselor ratio was generally between 40:1 and 50:1 during SM.

Participants were eligible to earn take-home doses if they were adherent to treatment
recommendations and had negative urine drug tests, which were collected more frequently
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than for the IM group. The mean (SD) methadone dose for SM participants was 76.3 (15.4)
at 4 months and 79.4 (22.3) at 12 months. Mean total number of counseling sessions was 8.3
(4.8) in thefirst 4 months and 10.4 (15.4) between 4 and 12 months.

Restored Methadone (RM)—Consisted of administered methadone and drug abuse
counseling provided by a counselor (chosen by the Clinic Director at that site) whose

casel oad for the purposes of the study did not exceed 25 patients. The RM counselor was
instructed to meet with participants as frequently as they requested and/or as deemed
necessary by the counselor. RM was available at only one of the sites because of constraints
in funding. Aswith SM, RM participants were eligible to earn take-home doses. The mean
methadone dose for RM participants was 68.1 (SD=12.6) at 4 months and 64.7 (SD=15.6) at
12 months. Mean total number of counseling sessions was 17.7 (5.5) in the first 4 months
and 17.5 (14.5) during the period from 4 to 12 months.

Routine HIV-Risk Reduction Information at MTPs

Measures

At intake (prior to randomization), participantsin all three groups at both sites were given a
12-item quiz by the intake counselor that assessed the participant’ s knowledge regarding
exposure to HIV through risky drug use and sexual behaviors. The counselor then reviewed
the responses with the participant and discussed any high-risk behaviors. In addition, during
the first four months of treatment, participantsin SM and RM (but not IM) received non-
standardized HIV-risk reduction information as part of their routine drug abuse group
counseling. Counselors generally discussed HIV-risk reduction with participants in routine
individual counseling sessions, and one of the sites offered a voluntary HIV educational
group session. Details of the content of the counsel or-patient discussions of HIV-risk
reduction were not systematically documented at either study site, and therefore were not
available to the researchers. Free condoms were available in counselors' offices and waiting
areas near medication windows in both clinics, along with pamphlets providing HIV
educational material.

All measures were administered by research assistants at baseline (treatment entry) and 4-
and 12-month follow-up. Baseline assessments were conducted prior to random assignment,
and follow-up assessments were unblinded. Measures included:

Addiction Severity Index (ASI)—Thisis a semi-structured interview that has been
widely used in addiction research studies (McLellan et al., 1992). Participant demographic
and background information were obtained from the ASI.

AIDS Risk Assessment (ARA)—Thisinstrument inquires about HIV sex- and injection-
risk behaviors during the past 30 days. The ARA has been used among methadone patients
to assess HIV-risk behaviorsin relation to gender and cocaine use (Joe and Simpson, 1995),
aswell asto assessrisk levels over time during (Camacho et al., 1996) and after (Camacho
et a., 1997) methadone treatment.

Five ARA items were used to represent injection risk, including the number of times
participants did the following behaviors in the past 30 days: injected drugs, used dirty
needles, injected with other injectors, and shared same cooker, cotton, or rinse water. The
number of people with whom participants shared works was the final HIV injection-risk
item. Responses were coded as continuous variabl es.

Six items were used to represent sex risk, including the frequency of sex without a condom,
and freguency of sex without a condom: with someone who is not the participant’s usua
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partner, with another injector, with someone who smokes crack, while the participant or
partner was high, or while trading sex for drugs or money. All responses were coded as
continuous variables.

Statistical Analysis

For the purposes of this study, the SM and RM groups were combined due to the small
number of participants (r=27) in the RM group.

Initial analysisinvolved simple comparisons of the IM group and the combined SM/RM
group on demographics using one-way analysis of variance for continuous variables and Xz
tests of independence for categorical variables. Changesin HIV-risk behaviors over time
were determined using a Generalized Linear Mixed Model approach, with Treatment Group,
Time, and their interaction (Treatment Group X Time) included as effects in the model. The
Treatment Group main effect tests whether the groups differ in their HIV-risk behaviors
collapsed over Time. The Time main effect tests whether these behaviors change over time
collapsed across Treatment Groups. Finally, the Treatment Group X Time interaction tests
whether there are differential rates of change in these behaviors between the Treatment
Groups over time.

Analysis was conducted for the total sample (A=230) and for two defined subsamples. The
“injector” subsample consisted of the 110 participants (53 IM participants and 57 SM/RM
participants) who reported at baseline that they had injected drugs in the past 30 days
(regardless of their sex-risk behaviors). Analyses for this subsample were limited to the five
risky injection items. The “unprotected-sex” subsample consisted of the 130 participants (58
IM participants and 72 SM/RM participants) who had reported having sex without a condom
in the past 30 days at baseline (regardless of their drug-risk behaviors). Analysesfor this
subsample involved only the six risky sex items.

RESULTS

Participant Characteristics

Table 1 shows participant characteristics for the total sample and the IM group v. the
combined SM/RM group. Participants were 70% male, 77.4% African American, had a
mean age of 43.2 years, and 13.5% were married. They had 11.3 years of education and
worked 4.9 days in the 30 days before baseline. Nearly half the sample (47.8%) had reported
injecting heroin and/or cocaine, and 55.7% reported cocaine use at baseline. There were no
differences between treatment groups at baseline in the variables shown in Table 1.

Total Sample Drug and Sex Risk

Asshownin Table 2, there was a Time main effect for 3 of the 5 drug-risk items, such that
the total sample reported significantly reducing its frequency of: injecting (/0.001), sharing
cooker, cotton, or rinse water (/£=0.020), and injecting with other injectors (/0.001) over
the 12 months.

Regarding sex risk (Table 2), there was a Time main effect for 2 of the 6 items. The total
sample reported significant decreases from baseline to 12 months in frequencies of having
sex without a condom either with someone who was not a spouse or primary partner
(P=0.016) or while the participant or sexual partner was high (/0.001).

There were no significant Treatment Group main effects or Treatment Group X Time
interaction effects for any HIV drug- or sex-risk items in the total sample (all A>0.05).
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Injector Subsample

Table 3 shows Treatment Group X Time and Time means for the subset of participants who
reported injecting drugs in the 30 days prior to baseline (r=110). Similar to findings for the
total sample, this subsample reported significant decreases over 12 monthsin their
frequency of injecting (/0.001), sharing cooker, cotton, or rinse water (~=0.029), and
injecting with other injectors (/0.001).

There were no significant Treatment Group main effects or Treatment Group X Time
interaction effects for any of the five HIV drug-risk itemsin this subsample (all A>0.05).

Unprotected-Sex Subsample

Treatment Group X Time and Time means for the unprotected-sex subsample (r=130) are
shown in Table 3. This subsample reported significant decreases over 12 monthsin
frequencies of having sex without a condom (/~=0.022) and having sex without a condom
while high (/0.001) in the last 30 days.

Aswith the total sample and the injector subsample, there were no significant Treatment
Group main effects or Treatment Group X Time interaction effects for any HIV sex-risk
itemsin this subsample (all A>0.05).

Supplemental Analyses

To explore the effects of dose on HIV-risk behaviors, a set of correlations were conducted
for the total sample examining the relationship between 4- and 12-month mean dose and 4-
and 12-month HIV-risk behaviors, respectively. We chose to examine the relationship in this
way sinceincluding dose as a covariate in the main analyses would limit the sample to only
those participants still in treatment.

Results showed no significant correlations among the 4-month variables, with the exception
of asmall but significant inverse relationship between dose and frequency of using dirty
needles (A=0.034). No significant correlations were found between 12-month dose and 12-
month variables.

Because some of the IM patients transferred early and afew SM/RM participants did not
have counseling in the first 4 months, an additional set of supplemental analyseswas
conducted examining correlations between whether participants had any counseling at the 4-
and 12-month follow-up and their 4- and 12-month HIV-risk behaviors. Findings showed no
significant correlations at either time point.

DISCUSSION

This study compared HIV drug- and sex-risk behaviors among newly-admitted methadone
maintenance patients randomly assigned to receive either four months of methadone with
emergency counseling only or methadone with standard counseling. Both the total sample
and the injector subsample significantly reduced their frequencies of injecting, use of same
cooker, cotton, or rinse water, and injecting with other injectors over the 12 months. This
result would suggest that methadone treatment—uwith or without counseling—coupled with
minimal HIV-risk information provided at the start of treatment can be effective in reducing
drug-related HIV-risk behaviors.

Both the total sample and the unprotected-sex subsample reported statistically significant
reductions in having sex without a condom while high over the 12 months. Additionally, the
total sample reported reductions in sex without a condom with someone who was not a
spouse or primary partner, and the unprotected-sex subsample reported significant
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reductions in the frequency of sex without a condom. The reported change in the frequency
of having unprotected sex with someone who is not a primary partner may represent an
important reduction in HIV risk, although it is not a reason for complacency, since
unprotected sex with a primary sexua partner is no guarantee of safety. Frequencies of other
sexual-risk behaviors also decreased over thistime but were so low at baseline that
statistical significance could not be shown. The findings of little change in condom use per
seyet reduced frequency of some sexual high-risk behaviors are consistent with the
Cochrane review of 33 studies evaluating opioid agonist treatment and HIV risk (Gowing et
al., 2008).

In this study, there were neither significant Treatment Group main effects nor significant
Treatment Group X Time interaction effects for self-reported drug- or sex-related HIV-risk
behaviors for the total sample or for the two subsamples. Nearly half (46.5%) of the
participants in the present study had prior methadone treatment experience and fully 86.5%
had been in some form of substance-abuse treatment previously. It is possible that these
individuals had already gained the HIV -prevention knowledge they needed to successfully
reduce their HIV risk once this knowledge was coupled with sufficient doses of methadone
to reduce their illicit drug use. In a previous study that found significant advantages for
regular counseling over methadone plus minimal counseling with respect to drug use
(McLéllan et a., 1993), methadone dosage for the three comparison treatment groups
averaged 60 mg. In the present study, the average dose for the total sample by 4 months was
76.6 mg and 84.2 mg by 12 months. It is possible that as the methadone dose approaches
more optimal levelsit becomes harder to demonstrate the impact of counseling.

As reported elsewhere (Schwartz et al., 2011), thistrial also found that all three treatment
groups reduced self-reported heroin and cocaine use and criminal activity, and opiate and
cocaine positive urine tests over time, but there were no significant treatment group
differences in the degree of improvement. The present study and our previously-reported
work (Schwartz et a., 2006; Wilson et al., 2010) indicate that, in terms of drug use, self-
reported criminal behavior, and self-reported HIV-risk behavior, there may not be
measurable disadvantages to IM patients. Also, methadone is provided without counseling in
many parts of the world, and, in those contexts, has been found to reduce both drug use and
HIV-related behaviors (Gossop et al., 1999).

There are some limitations to this study. First, the HIV-risk behaviors reported were
obtained during face-to-face interviews rather than audio computer-assisted interviews,
which have been shown to increase reporting of risky behaviors (Metzger et a., 2000;
Rogers et al., 2005). Nevertheless, if there was underreporting, it is likely that it would have
occurred equaly in both treatment groups or that the group that received counseling may
have underreported more than the methadone-only group since they were likely to have
received more HIV-risk prevention messages in counseling. Second, research assistants
were not blinded to study group at the follow-up interviews. Finally, this study was
conducted in one US city and it is not clear to what degree the quality and quantity of
counseling studied here is representative of that provided in other localities. Therefore, itis
not known to what extent these findings can be generalized.

CONCLUSIONS

The findings here indicate that methadone treatment even without regular counseling confers
substantial benefitsto patients who otherwise would most likely continue to use illicit
opioids and engage in HIV-risk behaviors (Schwartz et al., 2006). However, most of those
individuals who can benefit from opioid agonist treatment cannot afford to pay for it without
some kind of public subsidy or insurance coverage. When provided by an established
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methadone treatment program, offering some patients interim methadone is, at the margin,
substantially less costly. Currently, Federal regulationsin the US prevent existing programs
from providing thisless costly form of agonist treatment even to individuals who cannot
afford both the opioids and the counseling. These regulations also prohibit IM patients who
stop using illicit drugs from receiving take home medications, thus preventing the use of an
established incentive to decreaseiillicit drug use. If there are reductionsin available funding
for drug treatment because of the worldwide economic downturn, it would appear
reasonable to reconsider the use of methadone without required counseling.

Our findings also emphasize the need for more effective HIV-risk interventionsin MTPs,
especially those aimed at reducing sexual risk. MTPs should routinely implement new
evidence-based sexual-risk interventions as they are developed for drug abuse treatment
settings (Calsyn et al., 2010; Tross et a., 2008). They also might consider referring patients
who continue to inject drugs to syringe exchange programs. Finally, making anti-retroviral
medications available to HIV infected M TP patients or their partners in HIV-discordant
couples may be an effective way to prevent HIV transmission (Donnell et a., 2010).
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Excluded

disorder)

Randomized (n = 244)

Declined to participate (n = 4)

Not meeting inclusion criteria (n = 10
including: 6 not admitted to the
treatment program; 3 denied recent
heroin use; 1 unstable psychiatric

Interim Methadone (n = 108)

Received IM (n = 99)
Did not receive IM (n = 9)*

Standard Methadone (n = 107)

Received SM (n = 104)
Did not receive SM (n = 3)**

Restored Methadone (n = 29)

Received RM (n = 27)
Did not receive RM (n = 2)***

Ascertained/

month follow-up

L Interviewed at 12 H

Analyzed

Ascertained: 97
Interviewed: 93
Not interviewed: 4 (2 in jalil,
2 dead)

Not located: 2

Ascertained: 97
Interviewed: 92
Not interviewed: 5 (4 in jail,
1 refusal)

Not located: 7

Ascertained: 27
Interviewed: 25
Not interviewed: 2 (1 in jail,
1 refusal)

Not located: O

Analyzed (n = 93)

Analyzed (n = 92)

Analyzed (n = 25)

Figure 1.
Consort Diagram

* Excluded: unstable psychiatric illness (4), not being admitted by MTP (4), and not being

heroin-addicted (1)

** Excluded: not admitted by MTP (3)
*** Excluded: sister enrolled in same condition so excluded by treatment program from
condition, (1), previoudly enrolled in study at other site (1)
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