
 Strategic Plan

ASADRP BACKGROUND AND OVERVIEW 
In fiscal year 2010 (FY10), the Department of Defense (DoD) and 
Congress expressed strong concerns about the increasing problems 
associated with alcohol and drug abuse among military personnel. The 
ASADRP was established in FY10, with a Congressional appropriation 
of $6.375 million (M). Since then, the program has established a network 
of multidisciplinary, translational research teams with the explicit goal 
of accelerating the delivery of new or improved treatments for Alcohol 
and Substance Use Disorders (ASUDs), and federal funding for its 
research has led to a total appropriation of $36.075M to the ASADRP. 
The goal of the program is to identify and develop new medications 
to improve treatment outcomes for ASUDs, especially related to 
traumatic brain injury (TBI) and post-traumatic stress disorder (PTSD). 
The program’s approach is to organize multidisciplinary, team-based 
translational research efforts to identify promising compounds, conduct 
proof-of-principle basic research to determine which compounds are 
most appropriate for human research trials, and conduct human proof-
of-principle trials with promising compounds. The 2013 Institute of 
Medicine report, Substance Use Disorders in the U.S. Armed Forces,2 
characterized the overall prevalence of heavy drinking at 20% and the 
overall prevalence of illicit drug use at 12%. Rates of acute and chronic 
incident alcohol diagnoses increased from 2001 through 2010, especially 
for the active duty component. The results indicate the increasing medical 
burden imposed on the Military Health System by excessive alcohol use. 
The report recommended that the DoD assume leadership to ensure the 
consistency and quality of treatment services available to those with 
ASUDs, given the burden of ASUDs in the military. Substance abuse 
was involved in 30% of the Army’s suicide deaths from 2005-2009.3 
Veterans with both PTSD and ASUDs exhibit more persistent, severe, and 
treatment-resistant symptoms and are at much higher risk for suicide than 
Veterans who have either disorder alone.4 Veterans can have their PTSD 
complicated by chronic TBI effects, which are worsened by ASUDs. 

Alcohol and Substance Abuse 
Disorders Research Program

INTRODUCTION
The Congressionally Directed Medical Research 
Programs (CDMRP) represents a unique 
partnership among the U.S. Congress, the military, 
and the public to fund innovative and impactful 
medical research in targeted program areas. 
In 2015, an ad hoc committee of the National 
Academies of Sciences, Engineering, and Medicine 
was assembled to evaluate the CDMRP’s two-tier 
review process and its coordination of research 
priorities with the National Institutes of Health 
(NIH) and the Department of Veterans Affairs 
(VA). As part of their final report,1 the committee 
recommended that each CDMRP program “…
develop a strategic plan that identifies and 
evaluates research foci, benchmarks for success, 
and investment opportunities for 3–5 years into 
the future,” and that these strategic plans “should 
specify the mission of the program, coordination 
activities with other organizations, research 
priorities, how those priorities will be addressed by 
future award mechanisms, how research outcomes 
will be tracked, and how outcomes will inform 
future research initiatives.”  

In response to these recommendations, this 
document presents the current strategy for the 
CDMRP’s Alcohol and Substance Abuse Disorders 
Research Program (ASADRP). The ASADRP 
Strategic Plan identifies the high-impact research 
goals most important to its stakeholders while 
providing a framework that is adaptable to changes 
in the medical research environment to address 
those goals. This plan has been formulated to 
provide greater clarity of the program’s goals over 
time to the public and other stakeholders. Funding 
for the ASADRP is Congressionally appropriated 
on an annual basis; therefore, there is no guarantee 
of future funding. The ASADRP Strategic Plan 
will be reviewed during the program’s annual 
Vision Setting meeting and updated as necessary.
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Compared to individuals with PTSD or ASUDs alone, those with PTSD and coexisting ASUDs exhibit greater severity of PTSD and 
ASUDs symptoms.5, 6 If successful, this approach could result in translation of contemporary basic science knowledge into enhanced 
clinical pharmacological treatment protocols for ASUDs.

VISION: Decrease the clinical impact of alcohol and substance abuse

MISSION: To explore integrated approaches to address alcohol and substance use disorders, especially related to TBI and PTSD, 
through multidisciplinary, team-based research efforts that translate basic knowledge into enhanced clinical pharmacological 
treatment protocols for Service members, Veterans and the American public  

FUNDING HISTORY AND NUMBER OF AWARDS
From FY10–FY17, a total of $36.075M has been appropriated to this program. The ASADRP supports multidisciplinary, team-
based research efforts that translate basic knowledge into enhanced clinical protocols and selects awards through a competitive, 
peer-reviewed process according to the two-tier review model recommended by the Health and Medicine Division of the National 
Academies of Sciences, Engineering, and Medicine. Consumers participate as full members on all peer review panels and on the 
Programmatic Panel. The overall goal is to fund scientifically meritorious research in accordance with directives received from 
Congress. Appropriations supported four awards to the University of California, San Francisco, for the Institute for Translational 
Neuroscience (ITN) Consortium (formerly at the Ernest Gallo Clinic and Research Center) and two awards to the Research Triangle 
Institute for the Pharmacotherapies for Alcohol and Substance Abuse (PASA) Consortium, using a competitive peer review process. 
The ASADRP funds research at military and non-military institutions.

ITN CONSORTIUM MEMBER INSTITUTIONS
• Boston VA Research Institute, Inc.

• Columbia University

• Department of Veterans Affairs

• Harvard Medical School

• Medical University of South Carolina

• Meharry Medical College

• Northern California Institute for Research and Education

• Oregon Health & Science University

• The Scripps Research Institute

• Seattle Institute for Biomedical and Clinical Research (VA 
Affiliate, University of Washington)

• University of California, Berkeley

• University of California, Davis

• University of California, San Francisco

• University of Florida, Gainesville

• University of Pennsylvania School of Medicine

• The University of Texas at Austin

• University of Washington

• Yale University

 PASA CONSORTIUM MEMBER INSTITUTIONS
• Baylor College of Medicine

• Department of Veterans Affairs

• Medical University of South Carolina

• RTI International

• Uniformed Services University

• University of California San Diego

• University of Houston

• University of Washington School of Medicine 

• Virginia Commonwealth University

• Williams College

Consortium Principle Investigator Institution

Institute for Translational 
Neuroscience (ITN) Dr. Jennifer Mitchell University of California,  

San Francisco

Pharmacotherapies for Alcohol  
and Substance Abuse (PASA) Dr. Rick Williams Research Triangle Institute
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ASADRP RESEARCH PORTFOLIO

Consortium Open Closed

ITN 12 17

PASA 4 0

Drug/compound Mechanism of Action Who Preclinical Clinical Use - P2 
Proof of Concept

Candesartan and 
captopril

Angiotensin-1 receptor antagonist (AT1R blockers ) and 
angiotensin converting enzyme (ACE) inhibitors ITN 1 study

CERC-501 Kappa opioid antagonist PASA 1 study

NAPVSIPQ Femtomolar-active peptide ITN 1 study

RGFP966 Histone deacetylase (HDAC-3) inhibitor ITN 1 study

JDTiC Kappa opioid antagonist ITN 1 study

Zonisamide and 
doxazosin

Carbonic anhydrase inhibitor and alpha1 alpha adrenergic 
antagonist PASA 1 study

N-acetylcysteine Modulation of glutamate and dopamine neurotransmission ITN 1 study 2 studies

Zonisamide, doxazosin 
and prazosin

Carbonic anhydrase inhibitor and alpha1 alpha adrenergic 
antagonist PASA 1 study

Oxytocin Human peptide hormone and neuropeptide ITN 2 studies

PT150 Glucocorticoid receptor (GR) antagonist PASA 1 study

Tolcapone Catechol-O-methyltransferase (COMT) inhibitor ITN 1 study

Projects FY10-17

FY10-FY17 ASADRP Portfolio 
Investment by Research Category

 (% of total investment)
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RESEARCH AND FUNDING ENVIRONMENT
STATE OF THE SCIENCE
Alcohol Abuse Disorder (AUD) and PTSD Comorbidity in the Military - Understanding the Problem
Despite estimates that comorbidity between PTSD and AUD are higher in Veterans than civilians,7 there have been few randomized 
controlled trials of medications in Veterans,8, 9 and clinical studies devoted to investigating the treatment of PTSD and ASUDs 
have yielded little progress in developing new therapeutics. The current services offered to Veterans do not adequately address co-
occurring AUD and PTSD, and there is an immediate need for the development of novel, evidence-based treatments. The hazards 
for AUD were significantly elevated in those with mild TBI compared to controls.10 Veterans with both PTSD and AUD exhibit 
more persistent, severe, and treatment-resistant symptoms and are at much higher risk for suicide than Veterans who have either 
disorder alone.4

Addiction is characterized by cycles of binge/intoxication, withdrawal/negative affect, and preoccupation/anticipation, with high 
rates of relapse. Repeated cycles of withdrawal and relapse promote adverse neuroadaptation.

Stress and prior trauma are important risk factors for substance abuse, which is influenced by a complex combination of factors, 
including biological (e.g., genetics), psychological, social, and age or stage of development.

Pharmacotherapies for PTSD in Combat Veterans
The Food and Drug Administration (FDA) has approved two selective serotonin reuptake inhibitor (SSRI) oral medications, Zoloft 
(sertraline) and Paxil (paroxetine), for treating PTSD.

The VA/DoD (2010) Clinical Practice Guideline for Management of PTSD11 recommends selective SSRIs, (fluoxetine, paroxetine, or 
sertraline) or the serotonin norepinephrine reuptake inhibitor, venlafaxine. Studies in combat Veterans with PTSD, however, have 
reported variable responses to SSRI therapy. These findings suggest that SSRIs might not be as useful in Veterans with combat-
related PTSD as they are in civilian patients with PTSD.12 SSRIs are more effective in women than in men and more effective 
in acute PTSD than in chronic disease.13 Early studies with sertraline demonstrated clinical efficacy in patients with PTSD and 
comorbid alcohol dependence.14

The impediment to development of PTSD treatments has been the high placebo-response rates across PTSD clinical trials (greater 
than 25%) using subjective PTSD symptom ratings.15

Pharmacologic Treatment for AUD
Pharmacologic treatment of drug withdrawal often involves substituting a long-acting agent for the abused drug, then gradual 
tapering its dosage. Desirable qualities for outpatient medications include administration by mouth, low potential for abuse 
and overdose, and low incidence of side effects. Outpatient management is appropriate for patients who have mild to moderate 
withdrawal symptoms, no significant coexisting conditions, and supportive caregivers who are willing to monitor their progress. 
Patients often attain abstinence without pharmacologic interventions.

FDA-Approved Medications for AUD
Naltrexone (approved 1994)

• Mechanism of Action:  Oral opioid antagonist

• Oral formulation

• Inexpensive, modest efficacy

• Long-acting, intramuscular naltrexone (approved 2006)

• Improved compliance, well-tolerated, effective

Antabuse (in use for over 50 years)
• Mechanism of Action:  Inhibits aldehyde dehydrogenase

• Efficacy linked to compliance

Campral (approved 2004)
• Synthetic derivative of homotaurine (analogue of GABA); may effect GABA or glutamate system

• Most studies conducted in Europe; more recently tested in United States; dose-response effect

These medications, however, are not widely used due to limited effectiveness.16 There is a need to find novel, safe, well tolerated, and 
low-cost medications for the treatment of AUD especially related to PTSD and TBI.
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RESEARCH FUNDING LANDSCAPE
Funding for ASUDs research comes from many sources through a variety of programs. Many are funded by the Federal Government 
through the NIH, CDMRP, and VA. To help coordinate the ASADRP investment strategy, the ASADRP Programmatic Panel has 
representation from other federal ASUDs funding agencies such as the VA, National Institute on Alcohol Abuse and Alcoholism, and 
National Institute on Drug Abuse. As the ASADRP develops its own research program focus and portfolio, it remains mindful of the 
research efforts of other funding organizations. 

Today’s medical research environment is dynamic. New compounds are being created and made available to researchers at an ever-
faster rate; new technologies are emerging that will enable research in the future that is impossible today. The ASADRP continually 
monitors new technological advances that may provide a better understanding of pharmacological interventions for ASUDs 
especially as related to PTSD and TBI.

In developing the ASADRP Strategic Plan, the Programmatic Panel members reviewed the current research and funding 
environment for ASUDs and considered the existing research portfolios and emerging technologies that offer the potential to 
transform the pharmacological treatment of ASUDs. A core component of the ASADRP’s ongoing strategic planning efforts is an 
ongoing evaluation of pharmacological interventions for ASUDs, especially as related to PTSD and TBI. The ASADRP must fit 
within this environment and effectively respond to changes in it to maximize the value and impact of ASUDs-funded research.

STRATEGIC DIRECTION
Based upon the current state of ASUDs research, the funding landscape provided by other federal and private organizations, and 
the needs of the ASUDs community, the ASADRP developed its research consortium roadmap to fund applications for developing 
new medications that can be brought to therapeutic use to improve treatment outcomes for ASUDs, especially as related to TBI 
and PTSD. Studies of military and Veteran populations are encouraged. These medications will ideally address the comorbidity 
between ASUDs and PTSD, because this comorbidity is common in a military population, along with mild to moderate TBI. AUD 
is the most common substance abuse disorder in the military, but opiate use disorder (OUD) also has developed significant clinical 
importance due to prolonged pain treatments with opiates. Since both ASUDs and PTSD have FDA-approved pharmacotherapies, 
one logical starting point for treating this comorbidity might be to augment or combine these agents. The approved agents for AUD 
are disulfiram, acamprosate, and naltrexone in either an oral or long-acting injection formulation. Approved agents for OUD include 
methadone, buprenorphine, and naltrexone. For PTSD, two serotonin reuptake inhibitors are FDA-approved pharmacotherapies. 
While TBI is of interest, it has no FDA-approved specific pharmacotherapies, and none of these combined disorders has an FDA-
approved pharmacotherapy. Commercialization linked to FDA approval for these new medications or combinations of medications is 
critical so that early linkages to pharmaceutical companies are considered strengths for any application for ASADRP funding.

The ASADRP developed its research consortium roadmap to address the following Specific Aims: 

Aim 1. Discover novel medications and medication combinations in animal models for ASUD.

Aim 2. Develop medications though a rational proof-of-concept pipeline in small human studies.

Aim 3. Conduct medication safety and efficacy clinical trials of potential medication combinations in optimal target 
populations and explore functional genetic polymorphisms for matching patients to these medications.

TYPES OF STUDIES
Aim 1 discovery studies will screen potential compounds for therapeutic potential in relevant animal models for ASUDs and PTSD. 

Aim 2 human proof-of-concept studies will take the best candidate compounds from preclinical discovery for further development. 
The candidate compounds could be selected from those examined as part of Aim 1 or from compounds that have previously 
completed similar preclinical testing. The screened compounds may include medications approved by the FDA for other indications 
that could be repurposed for treatment of ASUDs. Such efficient repurposing avoids the long and costly preclinical need for 
developing Good Manufacturing Practice (GMP) procedures to produce the compound; Good Laboratory Practice (GLP) toxicology 
testing in animals; and human safety and dose ranging studies in normal subjects. After successful discovery testing to determine 
potential therapeutic effects in animal models, researchers can directly move repurposed medications into a human target population 
of ASUDs patients who also have PTSD and possibly TBI.

For novel compounds that do not yet have FDA approval for use in humans, two options are possible. First, the ASADRP may recruit 
an industry partner to conduct GLP animal toxicology testing and GMP manufacturing and then obtain FDA Investigational New 
Drug (IND) application with this partner for human studies. Second, the ASADRP may approach the NIH for the resources and 
funds needed to conduct essential toxicology studies and manufacturing. On the other hand, if a candidate compound is a repurposed 
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medication that already has FDA approval for some other indication, or is a pharmaceutical industry compound that has active IND 
approval and already has been given to humans, then ASADRP-funded researchers  can start testing the compound for medical 
safety, proof of concept in humans at various dosages in combination with alcohol (or the relevant drug of abuse), and surrogate 
markers of potential efficacy. The clear preference for the ASADRP’s purposes is to use compounds that are repurposed or already 
have a pharmaceutical company sponsor who has FDA IND approval for use in humans.

Aim 3 efficacy clinical trials will be the most costly and time-consuming of the three components of the ASADRP’s rational 
pipeline, but will provide the information necessary for planning future, definitive Phase III clinical trials that are required for New 
Drug Applications (NDAs) and FDA approval of successful ASUD medications or medication combinations. Aim 3 trials could also 
provide an opportunity to explore pharmacogenetics for selecting optimal patients in whom to use these medications. Medications for 
these clinical trials will be selected through the rational pipeline process for evaluating promising medications using available data 
from Specific Aims 1 and 2, as well as solicited study proposals.

PHARMACEUTICAL COMPANY PARTICIPATION
Obtaining FDA approval for a pharmacotherapy usually is facilitated by partnership with a pharmaceutical company for the NDA 
filing and eventual Phase III testing. It is recommended that such a commercial partner be obtained as early in the medication 
development process as possible. The ITN and PASA consortia have recruited several interested commercial partners with potential 
compounds that could be tested. These partners include Lilly, Pfizer, Cerecor, Astellas, and Alkermes. For most of their compounds, 
these commercial partners are considering dual indications for treatment of ASUDs and PTSD.

STUDY SITES
Studies of military and Veteran populations are encouraged. To this end, the ASADRP Management Core is available to facilitate 
collaboration between applicants and military and Veteran medical centers.

INVESTMENT STRATEGY
The figure below shows the ASADRP’s overall investment strategy, which integrates both the ITN and PASA consortia and future 
efforts associated with subsequent awards. The consortia will serve as translating centers to move projects from discovery to 
proof-of-concept Phase II trials that seek to inform the planning of future multisite Phase II efficacy/dosing studies with the goal of 
industry handoffs in 2020 and 2023.

ASADRP Research Strategy
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NEAR-TERM STRATEGY  
(1-2 YEARS)
Discovery studies
Proof-of-concept studies

MEDIUM-TERM STUDIES  
(3-5 YEARS)
Discovery studies
Proof-of-concept studies
Multisite activity/dosing studies
Industry handoff/efficacy studies

LONG-TERM STRATEGY  
(5+ YEARS)
Discovery studies
Proof-of-concept studies
Multisite activity/dosing studies
Industry handoff/efficacy studies
Industry handoff/pivotal studies leading 
to licensing and product development

MEASURING PROGRESS
The achievements and progress of the projects funded by the ASADRP consortia correspond to the following Specific Aims: 

Aim 1. Studies that discover novel medications and medication combinations in animal models for ASUDs that advance the science 
of addiction research and translate into larger animal studies or whose promising findings translate into human safety studies.

Aim 2. Studies that develop medications though a rational proof-of-concept pipeline in small human studies.

Aim 3. Studies that conduct medication safety and efficacy clinical trials of potential medication combinations in optimal target 
populations and explore functional genetic polymorphisms for matching patients to these medications. Since these types of studies 
should be conducted with industry partners under a regulatory strategy for FDA compliance. The expectation is that the ASADRP’s 
partner will translate promising results into larger multisite confirmatory/pivotal studies that could potentially lead to licensing and 
product development.

The ASADRP will measure its success in the near term based on the program’s successful investments in the research areas that 
are important to fulfilling its strategy. Longer-term success will be evaluated based on contributions to the scientific community, 
follow-on research that is attributed to ASADRP-funded projects, the impact of ASADRP-funded research on clinical treatments and 
interventions, and handoffs to industry partners. 

CURRENT OUTCOMES
The ASADRP’s current accomplishments/outcomes, as well as the program’s anticipated short-, medium- and long-term outcomes, 
are listed below.

ITN Consortium 
• 18 Member institutions
• 48 Published papers with an additional 2 manuscripts 

currently under review
• Six FDA-approved, currently active IND applications
• Three promising potential therapeutics currently in 

human testing

PASA Consortium
• 10 Member institutions
• Two promising potential therapeutics planned for  

human testing
• One FDA IND application approved and one IND 

application pending

SHORT-TERM OUTCOMES
• Application and funding activity

o Quality and quantity of 
applications received in response 
to the ASADRP’s Areas of 
Interest

• Contributions to the scientific 
community

○ Publications
○ Presentations
○ Patent applications and patents

MEDIUM-TERM OUTCOMES
• Contributions to the scientific 

community
○ Publications
○ Presentations
○ Patent applications and patents

• Career advancement of scientists/
researchers

• Receipt of subsequent funding by 
ASADRP-funded investigators

• Impact on Clinical Practice  
Guidelines

• Industry handoff

LONG-TERM OUTCOMES
• Contributions to the scientific 

community
○ Publications
○ Presentations
○ Patent applications and patents

• Career advancement of scientists/
researchers

• Receipt of subsequent funding by 
ASADRP-funded investigators

• Impact on Clinical Practice Guidelines
• Industry handoff
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