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Interim Buprenorphine vs. Waiting List for Opioid Dependence

To the Editor: Opioid-use disorder has reached 
epidemic proportions, with high attendant costs 
in terms of increases in overdoses and infectious 
diseases and in economic costs.1 Despite the dem-
onstrated efficacy of maintaining abstinence by 
treating patients with opioid agonists, patients 

can remain on clinic waiting lists for months, 
during which time they are at risk of premature 
death.2 The use of interim treatment with bu-
prenorphine without formal counseling while 
patients remain on waiting lists may mitigate 
this risk during delays in treatment.3

In a randomized pilot study (ClinicalTrials.gov 
number, NCT02360007), we evaluated the effi-
cacy of an interim regimen of buprenorphine for 
reducing illicit opioid use among 50 persons on 
waiting lists for entry into treatment for opioid 
abuse. (The protocol is available with the full 
text of this letter at NEJM.org.) Participants had 
used opioids for a mean (±SE) of 7.2±6.1 years, 
78% had used intravenous opioids, and 30% had 
previously overdosed, with an average of 3.6 over-
doses each. (Participant characteristics at base-
line, including a history of drug use, are listed in 
the Supplementary Appendix, available at NEJM 
.org.) While remaining on the waiting list, 25 
participants were randomly assigned to receive 
interim treatment with buprenorphine and 25 
participants were not assigned to receive this 
treatment. Participants in the treatment group 
visited the clinic every 2 weeks to provide urine 
samples for toxicologic screening and to ingest 
buprenorphine under the observation of the staff. 
The remaining doses were provided through a 
computerized dispenser that permitted buprenor-
phine administration at home to reduce the risk 
of nonadherence. The device used in the study 
was the Med-O-Wheel Secure dispenser (Addoz), 
a portable, disk-shaped device that makes each 

Figure 1. Abstinence from Illicit Opioids and Intravenous 
Opioids over 12 Weeks with Interim Buprenorphine.

Panel A shows the effects of interim buprenorphine on 
abstinence from illicit opioid use over 12 weeks. Data 
points represent the percentage of participants who 
submitted urine specimens with negative results for illicit 
opioids at intake and at assessments every 4 weeks 
thereafter. Panel B shows the effects of interim bupre
norphine on the selfreported frequency of the use of 
illicit opioids, and Panel C shows the effects of interim 
buprenorphine on the use of intravenous opioids. The 
y axis for intravenous opioid use is presented on a smaller 
scale to allow for more detailed inspection of the data. 
Asterisks represent observations at assessments at 4, 
8, and 12 weeks that were significantly different between 
groups (P<0.001). T bars represent standard errors.Study Week
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day’s dose available during a preprogrammed 
3-hour window. Participants in the treatment 
group also received daily calls to assess drug use, 
craving, and withdrawal by means of an inter-
active voice-response telephone system as well as 
system-generated random callbacks. Participants 
in the control group remained on the waiting 
list of their local clinic and did not receive these 
services.

At 4, 8, and 12 weeks, all participants com-
pleted assessments that included the provision 
of urine specimens that were collected under 
staff observation and the completion of a struc-
tured clinical interview based on the Addiction 
Severity Index (ASI),4 which addresses problem 
severity in seven areas commonly affected in sub-
stance abusers: drug use, alcohol use, employ-
ment, legal issues, family and social issues, 
psychiatric issues, and medical issues. (Patient 
scores are available in the Supplementary Appen-
dix.) The primary outcome was the percentage 
of specimens with negative results for illicit 
opioids obtained at assessments at 4, 8, and 12 
weeks; missing urine specimens were considered 
to be positive. Secondary outcomes included in-
travenous drug use, ASI scores, adherence to the 
treatment regimen, and patient satisfaction.

Participants assigned to receive interim treat-
ment with buprenorphine submitted a higher 
percentage of specimens that were negative for 
illicit opioids than those in the control group at 
4 weeks (88% vs. 0%), 8 weeks (84% vs. 0%), and 
12 weeks (68% vs. 0%), which was the primary 
outcome (P<0.001 for all comparisons) (Fig. 1). 
These participants also had greater reductions in 
the frequency of use of any intravenous drug 
(P<0.001) and in scores on the drug (P<0.001) 
and psychiatric (P = 0.02) subscales of the ASI. 
Adherence to the regimens for buprenorphine 
administration (99%), daily monitoring calls 
(96%), and random callbacks (96%) was high, as 
were ratings of treatment satisfaction (4.6±0.7 
on a 5-point scale).

Among patients on a waiting list to receive 
comprehensive treatment, interim dosing with 
buprenorphine, paired with technology-assisted 
components intended to support adherence, was 
associated with a statistically significant reduc-
tion in the use of illicit opioids and intravenous 
drugs as compared with remaining on the wait-
ing list alone over 12 weeks. These results suggest 

that interim buprenorphine dosing could reduce 
drug-related risks and consequences when com-
prehensive treatment is unavailable. Interim treat-
ment with buprenorphine may be suitable for 
patients in rural areas where there are limited 
treatment options.5 Further trials with larger 
sample sizes and longer durations are needed to 
replicate these preliminary findings.
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