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Abstract

The National Institute on Drug Abuse established the National Drug Abuse Treatment Clinical
Trials Network (CTN) in 1999 to improve the quality of addiction treatment using science as the
vehicle. The network brings providers from community-based drug abuse treatment programs and
scientists from university-based research centers together in an alliance that fosters bi-directional
communication and collaboration. Collaboration enhanced the relevance of research to practice
and facilitated the development and implementation of evidence-based treatments in community
practice settings. The CTN’s 20 completed trials tested pharmacological, behavioral, and
integrated treatment interventions for adolescents and adults; more than 11,000 individuals
participated in the trials. This paper reviews the rationale for the CTN, describes the translation of
its guiding principles into research endeavors, and anticipates the future evolution of clinical
research within the Network.

1. Introduction

Significant investments in basic and clinical science discovery produce a staggering amount
of empirical literature intended to alleviate suffering, reduce mortality, and improve the
quality of our lives. Despite these investments, the United States continues to struggle to
deliver high-quality healthcare and improve patient outcomes — due in part to the systemic
failure of the dissemination, adoption, and implementation of evidence-based discoveries in
a timely fashion (Dougherty & Conway, 2008). This phenomenon is especially pronounced
in the field of substance abuse treatment.

Prolonged translational periods are associated with many causal factors. In the substance
abuse field, clinical research primarily occurs in academic centers while the vast majority of
patients receive addiction care in community-based drug abuse treatment programs (Miller,
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Sorensen, Selzer, & Brigham, 2006). Academic and community settings operate under very
different conditions. Consequently, research conducted in academic settings without
attention to the specific needs of community-based treatment programs is likely to result in
new treatments that will never be implemented (Westfall, Mold, & Fagnan, 2007).

In an attempt to address these deficiencies, the National Institute on Drug Abuse (NIDA)
and the Substance Abuse and Mental Health Services Administration (SAMHSA) jointly
commissioned the Institute of Medicine (IOM) in 1997 “to determine mechanisms for the
effective transfer of information from the research communities to community-based drug
treatment centers” (Lamb, Greenlick, & McCarty, 1998). The IOM committee’s report,
Bridging the Gap Between Practice and Research: Forging Partnerships with Community-
Based Drug and Alcohol Treatment, presented recommendations to increase
communication, interaction, and activities, especially research activities, to enhance
knowledge transfer between community-based drug treatment organizations and the research
community. In response to the recommendations, NIDA established the National Drug
Abuse Treatment Clinical Trials Network (CTN) (Hanson, Leshner, & Tai, 2002). The CTN
brought together academic researchers and community-based providers to develop and
execute clinical trials that generate and validate treatment interventions that fulfill the
practical needs of community-based drug abuse treatment programs. Currently, the CTN
supports sixteen centers or Regional Nodes. Participating providers include directors of
community-based treatment programs and their front-line clinicians and counselors. The
roster of researchers includes leaders in drug abuse treatment research from prominent
academic medical centers (National Drug Abuse Treatment Clinical Trials Network, 2008).

2. CTN Infrastructure and Governance

The most fundamental undertaking in building the CTN into an effective research
partnership was to establish an infrastructure that fostered bi-directional communication
between researchers and treatment providers. Bi-directional communication guided every
step taken to meet the CTN mission: the design of the infrastructure, the development of
operational processes and the research portfolio, and the implementation of clinical trials.
Collaboration between researchers and providers allowed the development of research
projects that address practice-relevant questions. Providers in the network, through their
participation in the design and conduct of clinical trials, acquired a better awareness of how
research answers pressing clinical questions and improves the effectiveness of their services.
Researchers developed an appreciation of how practice-relevant clinical research improves
the significance of research questions and the potential for research findings to influence
clinical practice.

An effective research partnership requires an infrastructure with fair and transparent
processes in addition to a governance body that values bi-directional communication and
collaboration. As illustrated in Figure 1, the amalgamation of CTN infrastructure
components—Regional Nodes, the Center for the Clinical Trials Network at NIDA, and
coordinating centers—with governance by the Steering Committee and its sub-committees,
facilitates effective communication and successful collaboration among researchers,
providers, and NIDA.

2.1 Regional Nodes

‘Nodes’ are the basic organizational, functional, and funding units of the CTN. The close
working relationship between researchers and treatment providers within a Node makes it
the primary location of bi-directional communication. Each Node includes a Regional
Research and Training Center (RRTC) and five or more Community-based Treatment
Programs (CTPs). The RRTC is the “academic” center of the Node and is situated within a
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major university. CTPs are primarily located in the geographical vicinity of the RRTC, but
may include facilities in distant locations that provide access for special patient populations.
CTPs were chosen to represent different addiction treatment modalities and to provide
access to a diverse (in terms of age, race/ethnicity/gender and primary drug of addiction)
clinical population for potential inclusion as study participants.

2.2 NIDA’s Center for the Clinical Trials Network

2.3 Steering

NIDA’s Center for the Clinical Trials Network (CCTN) manages the CTN. Nodes are
supported via cooperative agreements that require collaboration between NIDA and the
Nodes. Thus, NIDA participates actively in the design and management of trials. The CCTN
supports CTN research activities and oversees investigator performance and trial progress.
To centralize support activities in the network, the CCTN contracts for two CTN
coordinating centers: 1) the Clinical Coordinating Center (CCC), and 2) the Data and
Statistics Center (DSC).

The CCC supports protocol implementation, including research training and adherence to
federal standards. In 2008, the CCC established a Web Seminar Series to provide on-line
training on the fundamentals of clinical research. The faculty of this training program
includes providers and research associates from the CTN Nodes. This training program
allows for the dissemination of research skills throughout the network through the assistance
of research-savvy peers.

Initially, trial data management was decentralized within each Node and the process varied
by trial. In 2005 the CTN established a single network Data and Statistics Center (DSC) that
manages CTN data, centralizes statistical expertise and enhances the efficiency and
effectiveness of network operations. One notable improvement was a reduction of the time
from last patient visit to database lock from 8 months to 3 months (Pan, et al., 2009). In
2005, the DSC, on behalf of NIDA, launched a data-sharing website,
(http://www.ctndatashare.org/) to make data from completed CTN studies available for
secondary analyses and meta-analyses.

The CCTN provides oversight during the research life cycle to ensure process integrity.
Program officers in the CCTN offer scientific input on study design. With NIDA’s input and
approval, CTN researchers and providers propose and select research topics and identify a
research team to lead each study. Independent Protocol Review Boards and Data and Safety
Monitoring Boards review and approve proposed protocols and monitor ongoing protocols
for public health significance, scientific integrity, design adequacy, as well as participant
safety and ethical considerations. In addition, NIDA oversees compliance with federal
regulations for research conduct and human subject protection (Department of Health and
Human Services, 2005).

Committee

In order to mold the CTN infrastructure into a functional, open and transparent research
forum that promotes inter-Node and bi-directional communication and decision-making, the
CTN, upon its inception, wrote by-laws and formed a governing body—the CTN Steering
Committee (National Drug Abuse Treatment Clinical Trials Network, 2008). The by-laws
mandate equal representation of researchers and providers with two voting seats for each
Regional Node—one filled by an RRTC representative (typically the grant Principal
Investigator), and one filled from one of the affiliated CTPs. In addition, the CCTN and the
two coordinating centers each hold one voting seat. The Steering Committee met frequently
during the CTN’s first few years to develop consensus on all research and operational issues.
With growing trust among members and a need to improve operational efficiency, the
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frequency of face-to-face meetings declined to two or three per year. During the past ten
years, network governance activities have been progressively streamlined, with most
operational work currently being completed through four committees that report to the
Steering Committee: the Executive Committee, the Research Development Committee, the
Research Utilization Committee, and the Publications Committee. Additionally, the CTN’s
treatment providers and investigators meet as separate caucuses to address issues unique to
each group.

2.4 Special Interest Groups

Special Interest Groups (SIGs) composed of investigators and providers promote bi-
directional exchange of scientific ideas and practice expertise. SIGs form spontaneously and
voluntarily among researchers and providers, with communication occurring via face-to-face
meetings and tele-conferencing. During the past ten years, more than twenty SIGs have been
formed. Table 1 provides a sampling of SIG tasks and identifies the CTN SIGs. SIGs define
and develop many of the research questions for CTN studies. For example, the HIV/AIDS
SIG was the first to form and has generated all of the CTN HIV/AIDS research concepts. In
addition, SIGs serve as expert panels and advocate for scientific and clinical issues across
CTN trials. A notable example is the Minority Interest Group. This group has been
instrumental in ensuring that CTN studies are designed, implemented, analyzed and reported
in a manner that addresses the specific needs of ethnic minorities. This SIG also works to
increase training opportunities for ethnic minority scholars and clinicians. This is one of
many examples of the invaluable contributions that the ‘blended expert panels’ of SIGs have
made to CTN studies and publications (CTN Dissemination Library, 2009).

In 2006, a report from the NIH Roadmap Inventory and Evaluation of Clinical Research
Networks (IECRN) acknowledged the CTN for its best practice in its internal interactivity
by building trust and mutual respect through intensive interaction backed by strong sponsor
support for the network mission (Inventory and Evaluation of Clinical Research Networks,
2006). A decade after the CTN made bidirectional communication a cornerstone of its
endeavors, other Practice Based Research Networks (PBRNS) have begun to promote bi-
directional communication in community-based participatory research (Horowitz, Robinson,
& Seifer, 2009).

3. Influence of Bi-Directionality on Protocol Development and
Implementation

Protocol development can be challenging in a bi-directional partnership. While academic
investigators are trained to focus on scientific innovation and the validity of research
methodology, providers attend to the quality of patient care, the constraints of clinical
budgets and resources and the challenge of implementing evidence-based treatment in
clinical practice. These perspectives conflict at times but discussion often leads to research
innovation. Furthermore, translating research from well-controlled academic environments
to the context of community-based “real-world” clinical care settings may strengthen the
external validity of interventions and enhance generalization of study results (Glasgow,
Davidson, Dobkin, Ockene, & Spring, 2006; Glasgow, Magid, Beck, Ritzwoller, &
Estabrooks, 2005; Tunis, Stryer, & Clancy, 2003). The nature of “real-world settings” calls
for a better understanding of cultural, social, economic and psychological variations in order
to develop research projects that meet scientific standards, are feasible to implement and
hold promise for adoption. These factors influence the determination of target population,
characteristics needed in a research site, and realistic outcome measures in trial designs
suitable for research in community settings (Hohmann & Shear, 2002).
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Within the CTN, bi-directional communication and collaboration result in study designs that
meet the needs of both academic and clinical settings and ultimately increase the likelihood
that treatment providers will make use of research findings. For example, the CTN held a
Steering Committee meeting in early 2000 to identify and develop research topics suitable
for CTN partners. Each RRTC worked with its CTPs to craft research concepts for review
and selection. Together, they identified research projects that not only addressed important
scientific questions but also met the needs of providers in their daily practices. It became
clear during these interactions that interventions studied within the CTN must be evidence-
based treatments that are easy to adopt, have large effect sizes, and, in order to be sustained,
fit within program clinical budgets.

To ensure that CTN studies meet the highest scientific standards, independent scientific
experts review each study protocol to strengthen the science and protect participant safety.
While it is important that protocol development procedures are streamlined and efficient, in
the CTN it is equally important that: 1) only properly vetted research of the highest scientific
rigor and relevance for the practice of substance abuse treatment is conducted, 2) all
necessary safeguards are in place to guarantee the safety of study participants and the
integrity of data collected (Rosa, Campbell, Kleppinger, Sampson, Tyson, & Mamay-
Gentilin, 2009), and 3) the work of the CTN is always a true collaboration among
researchers, treatment providers, and NIDA. A helpful step during the development of many
CTN protocols is the circulation of a study questionnaire. CTPs respond to indicate interest
in participating in the protocol and capacity to recruit the specified patient population, and
may provide comment on study feasibility. This step facilitates implementation planning.

The generation of evidence-based interventions that are fully adopted in community-based
treatment facilities depends on successfully addressing several ancillary research questions
(Green & Glasgow, 2006). These include, but are not limited to: 1) the cost/benefit ratio of
the intervention, 2) the treatment effects within various populations, including small and
hard-to-reach subgroups, and 3) the validity of diagnostic and outcome measurements
(Kilbourne, Neumann, Pincus, Bauer, & Stall, 2007). To address these questions, the CTN
has been a fertile platform for a wide range of ancillary studies funded by RO1 grants and
other research mechanisms, particularly at the local level. Bi-directionality is implicit in
these efforts because they are “sponsored” by the Nodes with the willing and able
participation of the CTPs. The effect has been to highly leverage the investment of direct
CTN funding through its facilitation of other funded research (Brown, et al., 2007; Forman,
et al., 2007; McCarty, et al., 2008).

4. The “First Wave” of Research Studies

The first CTN studies tested brief, simple-to-implement interventions including: 1) short-
term buprenorphine/naloxone-aided opioid detoxification, 2) one-session Motivational
Interviewing and three-session Motivational Enhancement therapies, and 3) low-cost
contingency management programs. The interventions in these initial studies had great
potential for adoption in many different treatment settings and patient populations. The
development processes for these trials, described below, illustrate the bi-directional give and
take between pragmatic concerns and considerations of research methodology and validity.

4.1 Buprenorphine

In 2002, buprenorphine HCI sublingual tablets (Subutex®) and the combination product
buprenorphine HCI and naloxone HCI dihydrate sublingual tablets (Suboxone®) became the
first medications to gain FDA approval as physician office-based therapies for opiate
dependence under the Drug Addiction Treatment Act of 2000 (Substance Abuse and Mental
Health Services Administration, 2000). However, despite promising study findings, these
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novel treatments faced resistance in acceptance and adoption in clinical practice. At the
time, providers trained in the use of buprenorphine and willing to prescribe it were rare, and
many substance abuse treatment programs and providers remained reluctant to use
pharmacotherapies in the treatment of addiction (Saxon & McCarty, 2005).

The CTN developed and implemented a series of studies to address important research and
clinical questions regarding buprenorphine, with the added benefit of creating buprenorphine
early adopters among participating community-based treatment programs. These studies
evaluated: 1) the use of buprenorphine to facilitate short-term detoxification initiated in both
inpatient and outpatient settings (Ling, et al., 2005), 2) the design of tapering regimens for
patients stabilized on buprenorphine (Ling, et al., 2009), and 3) the use of buprenorphine to
treat opioid-dependent adolescents and young adults (Woody, et al., 2008). During protocol
development and implementation, researchers at each Node worked closely with staff at
community treatment programs to complete the trials. This collaborative approach yielded
findings with important scientific and clinical implications, and demonstrated that treatment
programs could use buprenorphine safely and effectively (Amass, et al., 2004; Fiellin,
2008). Furthermore, most of the CTPs involved in these trials, including some that had
previously been opposed to medication-assisted detoxification and treatment, continued to
use buprenorphine in their clinical practice. Trial participation spurred several CTPs to
initiate their own buprenorphine research projects (Brigham, Amass, Winhusen, Harrer, &
Pelt, 2007; Collins, Horton, Reinke, Amass, & Nunes, 2007).

Publication of these research findings, along with other dissemination efforts, both formal
and informal, extended the CTN’s impact on the adoption of buprenorphine well beyond the
treatment programs directly involved in the network’s buprenorphine studies. A comparison
of all 240 CTN CTPs to a national sample of non-CTN-affiliated treatment facilities
indicated that CTN member programs were five times more likely to begin using
buprenorphine (Ducharme, Knudsen, Roman, & Johnson, 2007). Furthermore, under the
NIDA-SAMHSA Blending Initiative, the two agencies collaborated to develop a training
package for treatment providers based on study findings from CTN trials on short-term
buprenorphine detoxification (NIDA-SAMHSA-ATTC Blending Team, 2007).

4.2 Motivational Interviewing and Motivational Enhancement Therapy

Motivational Interviewing (M) is based on methodologies that evoke a person’s intrinsic
desire and ability to change, rather than imposing a directive approach in initiating treatment
and in reducing use of alcohol, cigarettes, and abused drugs. A considerable body of
research has shown strong support for the usefulness of motivational interviewing
interventions (Martins & McNeil, 2009). Within the CTN, the initial protocol concept was to
test a three-session intervention. However, treatment providers in some states reported that
they could not be reimbursed for three individual sessions. Therefore, the protocol evolved
into two separate trials: 1) a trial of a one-session motivational interviewing intervention,
and 2) a trial of a three-session motivational enhancement therapy intervention (Carroll, et
al., 2002). Both trials revealed that enhanced motivation improved treatment retention. Most
importantly, these trials demonstrated the significant impact of clinical supervision in
ensuring effective treatment delivery (Ball, et al., 2007; Carroll, et al., 2006). This evidence
prompted the recognition and acceptance of rigorous training and supervision in MI delivery
in the field. The findings from these studies led to the development of a NIDA-SAMHSA
Blending Initiative product of supervisory tools for enhancing counselors’ proficiency in Ml
(Martino, et al., 2006).
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4.3 Motivational Incentives

Motivational incentives (also referred to as contingency management) programs for the
treatment of substance use disorders have been extensively studied, and their efficacy has
been demonstrated in opioid, marijuana, alcohol, cocaine and methamphetamine dependent
patients (Bickel, Amass, Higgins, Badger, & Esch, 1997; Budney, Higgins, Radonovich, &
Novy, 2000; Higgins, Alessi, & Dantona, 2002; Higgins, Budney, Bickel, Foerg, Donham,
& Badger, 1994; Knapp, Soares, Farrell, & Silva de Lima, 2007; Petry, Martin, Cooney, &
Kranzler, 2000). However, two major apprehensions have prevented widespread adoption of
motivational incentives by substance abuse treatment providers. The first concern is the
potential negative consequences of providing tangible reinforcements to patients/clients with
substance use disorders (Kellogg, Burns, Coleman, Stitzer, Wale, & Kreek, 2005). The
second concern is the cost associated with offering incentives in clinics with limited budgets
(Higgins, Silverman, & Heil, 2008). Many treatment providers perceive incentive
interventions as too costly.

In order to overcome these barriers to adoption, the CTN developed and implemented two
clinical trials testing low-cost motivational incentive interventions. One trial was carried out
in methadone clinics, and the other was conducted in outpatient psychosocial treatment
programs. Extensive discussions between participating researchers and treatment providers
resulted in study designs utilizing a relatively low-cost, prize-based motivational incentives
intervention that is acceptable in a broad range of treatment programs (Petry, 2000).

Findings from these trials and the associated cost-effectiveness analyses demonstrated the
feasibility and clinical utility, in terms of both abstinence and treatment retention outcomes,
of relatively low-cost motivational incentive interventions: methadone clinic participants
received an average of $120 in prizes, and outpatient psychosocial program participants
averaged $203 in prizes (Olmstead, Sindelar, & Petry, 2007; Sindelar, Olmstead, & Peirce,
2007). CTN treatment providers, however, worried that a prize system might trigger
increased gambling. Study teams, therefore, recorded gambling behaviors as adverse events
and measured potential problems related to gambling. These data provided objective
evidence to document the safety of the intervention—incentives did not increase gambling
(Peirce, et al., 2006; Petry, et al., 2005; Petry, et al., 2006). As with the CTN buprenorphine
clinical trials, participation in the motivational incentives studies inspired some treatment
providers to promote the wider use of this treatment approach. New York City, for example,
promoted the intervention in all of its municipally funded treatment centers (Kellogg, Burns,
Coleman, Stitzer, Wale, & Kreek, 2005). To reach a larger audience of providers, the NIDA-
SAMHSA Blending Initiative used the CTN’s findings to develop a dissemination package,
Promoting Awareness of Motivational Incentives (Albright, et al., 2006).

5. CTN Accomplishments

5.1 Research

The CTN fosters collaboration between researchers and treatment providers to generate
scientific findings that enhance clinical practice. By June 2009, the CTN completed 20
clinical trials testing pharmacological and behavioral interventions for the treatment of
substance use disorders. An additional four trials were recruiting participants or completing
follow-up data collection. Four new trials were in protocol development. Table 2 lists the
current and completed CTN trials (Calsyn, et al., 2009;Hien, et al., 2009;Hubbard, et al.,
2007;Reid, et al., 2008;Tross, et al., 2008;Winhusen, et al., 2008). The trials have consented
and randomized more than 11,000 individuals and have generated more than 80 papers in
peer-reviewed journals.
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In many disciplines, the process of research utilization is slow and marked by tension
between the research “center” and the “field” (Rogers, 2003). Recognition of this barrier
emphasizes the importance of the CTN infrastructure and bi-directional operational
principle. Many CTPs joined the CTN because it allowed them to participate in cutting-edge
scientific research, develop evidence-based treatments, use these treatments to better serve
their patients/clients and help shape the research agenda to answer “real world” clinical
problems. Providers reported disappointment in previous research experiences and felt that
researchers had used them as patient recruitment machines and rarely engaged them as
partners. To avoid this pitfall, the CTN abides by the policy that study results are discussed
and reported to participating CTPs prior to any public presentations and/or publications
(National Drug Abuse Treatment Clinical Trials Network, 2008). CTP providers also
collaborate in the publication process, which may provide recognition for the CTP among
peers while also providing an opportunity for CTPs to test emerging interventions and
become early adopters. CTN CTPs are opinion leaders among addiction treatment programs
and influence the research utilization and adoption process in the treatment community.
Furthermore, the CTN research experience has opened opportunities for CTPs to
successfully secure their own research and treatment funding from federal, state and private
funders.

5.2 Dissemination and Research Utilization

The results of CTN research have a broad audience and are disseminated in a variety of
ways. CTN publications and presentations are available through the CTN Dissemination
Library (http://www.disseminationlibrary.org), maintained at the Pacific Northwest Node,
and study findings have been translated into training packages (i.e., Blending Products) for
providers. The CTN’s Research Utilization Committee (RUC) promotes the use of CTN
research results. The RUC is composed of a Research Utilization Coordinator from each
Node; a Chair is elected from the members. The Committee leads, plans, and reviews
research utilization efforts including: 1) sharing of information and resources for intra-Node
training activities (e.g., clinical skills training and writing skills training for CTP affiliated
scientists to draft research papers), 2) monitoring the utilization of the CTN Dissemination
Library, 3) serving as a point of contact with NIDA on Blending Conferences, and 4)
serving as a point of contact with other agencies (e.g., SAMHSA in the preparation of the
Blending Initiative dissemination packages and training sessions).

Much research utilization is conceived and delivered at the Node level. RRTCs from
Regional Nodes sponsor all intra-Node research utilization activities with the Node’s CTPs
and other facilities within the community. Routine intra-Node training sessions are a
common practice for many Regional Nodes. For example,

*  The Southwest Node conducted a series of 13 workshops during 2006 and 2007 on
evidence-based treatments derived from CTN research and Blending Initiative
products. In addition, this Node is currently conducting a study with attendees of
one of the thirteen workshops to assess the effectiveness of the instructional
techniques and curricula.

»  The California-Arizona Node has extended its training efforts to treatment
programs in the greater San Francisco Bay Area. The Node has developed an e-
mail distribution list to: 1) broadcast upcoming training events and conferences, 2)
collect post-training evaluation survey forms to gauge the needs of frontline
treatment providers, and 3) design and plan training activities that meet the
providers’ needs.

Furthermore, some Nodes serve as resources to outside institutions and organizations.
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»  The Mid-Atlantic Node hired a full time Dissemination Specialist, who serves as
the Node Research Utilization Coordinator and chairs the Motivational Incentives
Workgroup within the RUC. She coordinates with the Central East Addiction
Technology Transfer Center (ATTC) and with the Office of Education and
Training for Addiction Services (OETAS), a state-wide training arm of the
Maryland Alcohol and Drug Abuse Administration. The Mid-Atlantic Node also
participates in Baltimore Substance Abuse Services (BSAS), the quasi-
governmental agency that receives and distributes federal block grant funding for
substance abuse treatment.

6. Future Directions

Having built, over the past ten years, a capable and bi-directional infrastructure for
conducting research that is relevant to community-based practice, the CTN is adapting to
new challenges. The network’s continuing relevance and utility depends on its ability to
address emerging public health issues and research opportunities in the field of substance
abuse treatment. Areas for future study may include the integration of primary care and
substance abuse treatment systems into effective chronic care models for addiction treatment
(McLellan, 2009) and the assessment of holistic approaches in treating patients with co-
occurring substance use, mental health and somatic disorders. The use of health information
technology (e.g., web-based interventions, SMS/text messaging, etc.) to improve treatment
delivery efficiency and expand treatment capacity is another urgent and yet under-
researched area that the CTN must address.

The next decade is likely to bring increasingly sophisticated pharmacotherapies and
behavioral therapies to the research and addiction treatment arenas. The CTN’s alliance of
treatment providers and investigators is well positioned to conduct rigorous tests of these
innovations in practice environments throughout their development and to conduct
economic evaluations to help guide potential adopters of these interventions. As the CTN
completes research on interventions, the network reaches providers through research
utilization efforts and engages stakeholders to disseminate therapeutic tools and improve
substance abuse treatment.

The randomized controlled trial remains the gold standard for generating evidence-based
therapies; however, randomized trials are both costly and time consuming. The CTN must
consider adopting more innovative and practical strategies for developing evidence-based
substance abuse treatment interventions. A recent Institute of Medicine (IOM) report
suggested a meta-experimental approach for building a foundation for evidence-based
medicine. It may include some or all of the following tactics:

1. Utilization of existing patient databases (large survey databases, treatment
reimbursement databases, etc.), registry databases, and electronic medical records;

2. Development of statistical tools and techniques such as adaptive design, simulation
and modeling and methods to analyze large databases;

3. Attention to practical clinical trials and subgroup analysis; and

4. Exploration of reasonable approaches to incorporate physiologic and genetic
information into evidence-based medicine (Institute of Medicine, 2008).

The CTN has great potential to broaden its research portfolio to realize this meta-
experimental approach in generating evidence-based addiction treatment interventions.

A flexible and comprehensive research strategy is critical for the CTN to better serve as the
home for Comparative Effectiveness Research (CER) in substance abuse treatment. CER, a
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centerpiece of the current healthcare reform initiative, provides healthcare professionals with
evidence-based treatment options (Institute of Medicine, 2007; Institute of Medicine, 2009).
These options should minimize unnecessary and inappropriate health interventions and
reduce the frequency of medical errors and adverse consequences, with the ultimate goal of
improving care and containing costs (Garber & Tunis, 2009). CER in substance abuse
treatment is of particular importance, as the development of research information compatible
with the broader goals of healthcare reform will further the integration of substance abuse
treatment into the mainstream of medical practice. With its durable research infrastructure
and experienced workforce, the CTN is well positioned to undertake CER projects that
address substance abuse treatment within the context of the larger healthcare system. To do
so, the CTN must expand to incorporate clinical settings that frequently see patients with co-
morbid substance use disorders. These may include, but are not limited to, primary care
clinics, dental clinics, pain management clinics, emergency care centers and HIV/STD
clinics. With this broadened approach to addiction treatment research, the CTN will
continue to serve as a forum for bi-directional communication and collaboration within its
research and dissemination efforts.

In the next decade, expeditiously translating scientific advances into patient care is a top
priority for the NIH (NIH Roadmap Initiative, 2008). Conducting research directly within
the community and involving community providers in research activities is critical to
achieve this goal (Horowitz, Robinson, & Seifer, 2009). The CTN has learned a number of
important lessons, reflected in the foregoing descriptions, about how to practice bi-
directionality and how to conduct research in real world treatment settings. This work needs
to continue, while at the same time we hope the lessons learned may encourage similar
efforts in other related fields.
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Figure 1.
CTN governance structure (p5)
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CTN Special Interest Groups—Where Science and Practice Blend

Table 1

Tasks

Discuss the unmet needs of treatment
Generate snapshots of current practice

Review empirically supported literature

Serve as expert resources
Develop research concepts

Strategize long-range research plans

Identify, assess and develop special research tools

Groups (2000-now)

HIV/AIDS

Common assessment battery

Design and analysis

Adolescent

Women and gender

Co-morbidity

Court-involved patients

Ethnic minority

Behavioral therapy

Pharmacotherapy (including Buprenorphine)

Treatment matching

Smoking

Homelessness
Spirituality

Eating disorder

Pain

Alcohol treatment
Genetics

Treatment algorithm
Health services research
Residential treatment

Cost analysis
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STATUS OF CTN RANDOMIZED, CONTROLLED CLINICAL TRIALS (Fall 2009)

Protocol # Study CTPs N status®

(Referenceb)

CTN 0001 Buprenorphine/naloxone for inpatient detoxification 6 113 Completed (Ling, et al., 2005)

CTN 0002 Buprenorphine/naloxone for outpatient detoxification 6 230 Completed (Ling, et al., 2005)

CTN 0003 Comparison of two buprenorphine/naloxone taper schedules 11 516 Completed (Ling, et al., 2009)

CTN 0004 Motivational enhancement therapy for patients in treatment for 6 496 Completed (Ball, et al., 2007)
substance use disorders

CTN 0005 Motivational interviewing for patients in treatment for substance use 5 423  Completed (Carroll, et al., 2006)
disorders

CTN 0006 Low cost motivational incentives for stimulant-abusing patients in 8 454  Completed
outpatient psychosocial treatment programs (Petry, et al., 2005)

CTN 0007 Low cost motivational incentives for stimulant-abusing patients in 6 403 Completed (Peirce, et al., 2006)
methadone maintenance treatment

CTN 0009 Incorporating smoking cessation treatment into substance abuse 12 225 Completed (Reid, et al., 2008)
treatment programs

CTN 0010 Buprenorphine/naloxone-facilitated rehabilitation for opioid- 6 154  Completed (Woody, et al., 2008)
dependent adolescents and young adults

CTN 0011 Telephone enhancement procedure for long-term engagement in 4 339 Completed (Hubbard, et al., 2007)
continuing care

CTN 0013 Motivational enhancement therapy for pregnant women in treatment 4 200 Completed (Winhusen, et al., 2008)
for substance use disorders

CTN 0014 Brief Strategic Family Therapy for adolescents in treatment for 8 457  Manuscript in Preparation
substance use disorders

CTN 0015 Seeking Safety therapy for women with PTSD in treatment for 7 353 Completed (Hien, et al., 2009)
substance use disorders

CTNO0017 HIV HCV risk reduction interventions for injection substance users 8 632  Manuscript in Preparation

CTN 0018 HIV/STD risk reduction interventions for men in treatment for 14 594 Completed (Calsyn, et al., 2009)
substance use disorders

CTN 0019 HIVI/STD risk reduction interventions for women in treatment for 12 517 Completed (Tross, et al., 2008)
substance use disorders

CTN 0020 Job seekers training for patients in treatment for substance use 12 628 Manuscript in Preparation
disorders

CTN 0021 Motivational enhancement therapy for Spanish-speaking patients in 6 463 Completed (In
treatment for substance use disorders Press)

CTN 0027 Liver function in patients maintained on buprenorphine/naloxone or 9 1269 Follow-up
methadone

CTN 0028 Osmotic-release methylphenidate for ADHD in adolescents in 11 303 Manuscript in Preparation
treatment for substance use disorders

CTN 0029 Osmotic-release methylphenidate for ADHD in patients receiving 6 255 Completed (In Press)
smoking cessation treatment

CTN 0030 Treatment of prescription opioid addiction 11 648  Follow-up

CTN 0031 Twelve-step engagement for patients in treatment for stimulant use 10 471  Follow-up
disorders

CTN 0032 HIV rapid testing and counseling in substance abuse treatment 12 1281 Follow-up
programs

CTN 0037 Exercise as an adjunctive treatment for substance use disorders 10¢ 330¢ Protocol Development

CTN 0044 Web-delivered treatment for substance use disorders 10¢ s500¢  Protocol Development

CTN 0046 Smoking cessation intervention for patients in treatment for stimulant 12C  5pgC  Protocol Development

use disorders
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aStatus terminology
Completed: All protocol-defined research is finished and the primary paper has been accepted
Manuscript in preparation: All protocol-defined research is finished and the primary paper is in process

Follow-up: Participant enrollment is finished. Participant follow-up is ongoing.
b . L
See Reference section for full citation

c
Planned study parameters
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