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Primary outcomes typically:

Treatment retention 

Intent To Treat, some pre-defined period such as 3 or 

6 months

Tends to be relatively short in the overall treatment 

process

Traditional outcome measures for SUD trials



From Strain et al., 1993

Methadone dosing: treatment retention



Primary outcomes typically:

Treatment retention 

Abstinence from drug use 

Often biologically-verified or some combination of 

biologic testing and self-report

Traditional outcome measures for SUD trials



Addiction, Volume: 106, Issue: 5, Pages: 960-967, First published: 13 January 2011, DOI: (10.1111/j.1360-0443.2011.03364.x) 

From a study by Ken Silverman

and colleagues (Addiction, 2009)



Various forms of DSM have generally implied abstinence 

(i.e., remission for 12 months) as outcome of interest…
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However, retention and abstinence may not be optimal, 

and growing recognition of this…
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The problem with these outcomes:

1. May be setting the bar high

Especially early in treatment, may be sporadic use of 

a substance 

We don’t necessarily require full remission with other 

conditions 
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The problem with these outcomes:

2. Don’t necessarily translate for all drugs of abuse

How do we validly measure cannabis abstinence?

How do we validly measure abstinence from a drug 

that can’t be readily detected biologically, and/or has 

a short duration of effects?
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The problem with these outcomes:

3. Maybe it is good to have some retention (treatment 

exposure), some decrease in use (as a step forward)

We know that many patients cycle in and out of 

treatment before it seems to “take”
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The problem with these outcomes:

4. Patients may have other concerns and goals for 

treatment

Will come back to this, but what if the patient is more 

concerned with something else besides staying in 

treatment with you (no matter how fabulous you and 

your program)?
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The problem with these outcomes:

5. Novel interventions may not map on to traditional 

outcome measures

For example, apps or online interventions don’t 

necessarily align with ideas of retention in treatment
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The problem with these outcomes:

1. May be setting the bar high

2. Don’t necessarily translate for all drugs of abuse

3. Maybe it is good to have some retention (treatment 

exposure), some decrease in use (as a step forward)

4. Patients may have other concerns and goals for 

treatment

5. Novel interventions may not map on to traditional 

outcome measures
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What do patients and their families want?

What bothers them?

Data (not good, but data) from an FDA listening session in 

2018…
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Polling from FDA session held on 4/17/18

(Patient-Focused Drug Development Meeting on OUD)



Another way to think about this may be in terms of target 

symptoms…
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Polling from FDA session held on 4/17/18

(Patient-Focused Drug Development Meeting on OUD)



What constitutes “success” for a patient in treatment?

What if a patient is in treatment and abstaining, but 

struggles (sleeps poorly, craves every day, feels anxious 

all of the time)?
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What might it mean to get beyond traditional outcomes? 
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Concept of “heavy drinking days” (HDD) in alcohol field

How we look at measures



Heavy drinking day (HDD)

5 or more standard drinks per day for men, 4 or more 

per day for women

(Alcohol field has the advantage of “standard drink”, 

which don’t have for illicit substance use disorders…)

How we look at measures



How we look at measures



Why the interest in HDD?

Frequency of HDDs related to risk of alcohol‐related 

consequences:

Medical (e.g., AUDs, tobacco use, liver disease, 

cardiovascular disease) 

Social (divorce/separation, neglect of school or work 

duties, loss of driver’s license)

How we look at measures



FDA has accepted HDD changes as an outcome measure 

in clinical trials

This has prompted interest in re-thinking abstinence as a 

goal for other substance use disorders

How we look at measures







The big issue with creating a HDD for an illicit substance is 

that we have not got a standard drink equivalent (and 

field has struggled with this)

But, has led to thinking in other ways (e.g., reduction in 

symptom counts for a DSM diagnosis)

How we look at measures
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Craving

Sleep

Depression/anxiety

Functioning 

Examples of new ideas to consider



Craving

FDA Commissioner Gottlieb expressed an interest:

For example, one endpoint that’s relevant to the treatment of 

addiction is the craving that fuels continued drug use. Craving is 

an endpoint that the FDA has included in labeling for smoking 

cessation products. The FDA intends to provide assistance to 

develop a validated measurement of “craving” or “urge to use” 

illicit opioids to complement other endpoints and to determine 

how it supports the goal of sustained abstinence.
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Ideas to consider

JAMA Psychiatry 

Viewpoint (2019) 

following a 

meeting we had 

on craving



But “craving” is a squishy concept (one person’s craving is 

another person’s urge, or desire, or hunger, or…)
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Craving

Sleep

Depression/anxiety

Functioning 

Examples of new ideas to consider



Polling from FDA session held on 4/17/18

(Patient-Focused Drug Development Meeting on OUD)



Ideas to consider

Methadone patients; 84% with poor sleep quality



Ideas to consider

Up to 75% CUD patients with insomnia during withdrawal



But commonly-used sleep meds (benzodiazepines) have 

abuse potential, and non-pharmacological treatments 

(CBT-I) don’t seem to always work well with this 

population

(“I tried that doc, but it just doesn’t work – can’t you 

prescribe me something?”)
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Polling from FDA session held on 4/17/18

(Patient-Focused Drug Development Meeting on OUD)



Depression and anxiety may be areas most amenable to 

readily available treatment interventions

(But, risk of some patients attributing on-going drug use to 

being depressed or anxious – and provider has not 

gotten them the right medicine yet)
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Craving

Sleep

Depression/anxiety

Functioning 
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Functioning

Alcohol field has the idea that a reduction in “heavy 

drinking days” can be used as a measure of improved 

functioning
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Functioning

Treatment of whole person

Engagement in meaningful life

Quality interpersonal relationships

(The other end of the spectrum

from harm reduction?)
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Craving

Sleep

Depression/anxiety

Functioning 

Could well be other outcome measures we need to 

consider…

Examples of new ideas to consider
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Outcome measures have tended to come from opioid 

misuse and in some ways are tailored to opioids and the 

methadone treatment system (retention, ability to 

frequently collect and test urine samples)

The rise of other drugs of abuse and the interest in trying to 

develop medications for these drugs raises the 

opportunity to consider other outcome measures

Final thoughts (I of II)



These outcomes may also relate to the need to address 

symptoms that can be present in patients who are “doing 

well” (in treatment, not using), but still have distress (e.g., 

poor sleep, frequent craving)

While there is an important role for retention and 

abstinence, is an opportune time to think broader about 

the outcome measures we are using – especially as this 

may relate to new medications being considered

Final thoughts (II of II)


