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Large Treatment Gap and Huge Opportunity for Innovation

Krawczyk et al., 2022 Int J Drug Policy

Treatment Gap

1. Millions of persons estimated to 
need but not be receiving opioid 
agonist treatment

Dunn et al., 2019, JSAT

Medical Withdrawal

Contact me: Kelly.Dunn@som.umaryland.edu

2. Supervised withdrawal is the most 
common form of treatment, most do 
not provide opioid agonists
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Opioid Withdrawal 

Syndrome Defined

1972: Methadone 

Approved

2002: Suboxone 

approved

2018: Lucemyra 

approved
1993: LAAM 

approved

2001: LAAM 

removed from 

market

30-year period30-year period

Drug discovery and innovation has been slow



Especially relative to other conditions…

https://psychnews.psychiatryonline.org/doi/10.1176/appi.pn.2021.11.14
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“In general, clinical trials evaluating effectiveness of drugs for 
treating OUD have used reduction in drug-taking behavior 

(drug use patterns) as an endpoint.

There is great interest in expanding the primary and 
secondary endpoints used in clinical trials of drugs for 

treating OUD, including other outcome measures important to 
patients and their families, clinicians, and the public."



• Prespecified, grace period 
permitted, cumulative 
responder curve

Proportion of 
responders

• Changes in mortality, 
emergency interventions, 
infectious disease

Adverse outcomes 
of OUD

• Proportion of patients 
meeting DSM-5 criteria for 
remission of OUD  

Change in disease 
state

• Surrogate marker, urinalysis is 
a component of a responder 
definition 

Change in drug 
use patterns

• Assess patient feeling or 
function

Patient reported 
outcomes

• Premised on challenges with 
the clinical condition in 
initiating treatment

New entry to 
treatment



• Time-line followbackSelf-report

• Recognized as important, no 
guidance regarding frequency

Urine toxicology

• Periods of nonuse or 
reductions in use

Measures of 
treatment 
response

• "Achieving a predefined 
pattern of use days per 
period of time"

Change in pattern 
of stimulant use

• Proportion of participants 
meeting early remission at 
end of trial

Change in disease 
state

• Change in craving, 
resumption of work or 
school, reduced justice 
interactions

Clinical Outcome 
Assessments



FDA recognizes the heterogeneity between these conditions 
and within stimulant use disorder

Emphasizes need for double-blind, RCTs

Does not recommend # of DSM-5 diagnostic criteria as an 
outcome

Recognizes urinalysis tests as “surrogate markers” because “they 
are not reflective of how a subject feels, functions, or survives”

Additional Considerations
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• Secondary analyses conducted within two 

large uniform data sets 

• Combine study (n=1383)

• Multisite topiramate study (n=373)

• Compared % subjects with no heavy 

drinking days (PSNHDD) to conventional 

measures

• Defined as >3/>4 drinks per drinking 

day for women/men



PSNHDD Demonstrated:

 Similar performance and 
sensitivity relative to 7 
traditional abstinence 
measures

 Strong association with 
drinking-related 
consequences



1 or 2 step decreases in WHO drinking levels 

associated with significant reductions in several 

biomarkers…

…as well as psychological endpoints



Analysis of 13 multisite trials (N=2062) for 

cocaine/methamphetamine use disorder examining 

reductions in stimulant use shows promise



This effort started >15 years ago and was supported by 
existing large multisite trials with common data collection 
standards

Alcohol field has established surrogate markers (biomarkers, 
DrInC)

Unified understanding of a “standard drink unit”

Additional Considerations
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Lehman & Fingerhood, 2018, NEJM

Are we overlooking universal features of  

SUDs?

• Craving

• Withdrawal

• Insomnia

• Mood Disturbance

Universal Symptoms

• Improved healthcare utilization

• Reduced infectious disease

• Reduced morbidity, mortality

• Improvements in QOL

Universal Salutary Health Outcomes



Overall Conclusions

• There is substantial opportunity and unmet need for new SUD 

treatments

• Current strategies rely heavily on abstinence, contrary to FDA 

guidance

• Alcohol field is a roadmap for developing non-abstinence outcomes

• Examining universal symptoms expand our opportunities to find 

new solutions 

Thank you to funders:
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