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Why do this research?

Sometimes we hear that we already know answers, that 
the answers are self-evident

That can certainly be the case in medicine – we don’t 
always need to do a study to know that something works
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But, sometimes we think we know an answer, but we’re 
wrong…

Do patients on methadone experience opioid withdrawal if 
they miss a dose?
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Example #1:

Study conducted 20 years ago at our program (Walsh et 
al., 1995), residential participants maintained on 60 
mg/day of oral methadone, had a double-blind 
methadone dose omission to produce mild 
spontaneous withdrawal

No significant withdrawal was produced
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No withdrawal – why?

Comfortable residential unit, plenty of distractions

Supportive staff

No expectation on part of participants (was double-blind)
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But, outpatient that wouldn’t work, right? If got placebo as 
an outpatient, they would just drop out of treatment…?

We can all agree on that, right?
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Example #2

We also know that treating opioid dependent outpatients 
with placebo won’t keep them in treatment and they 
will do poorly…
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Methadone Study:  Treatment retention
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Methadone Study 1: Heroin use
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Methadone Study 1: Money spent on drugs
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Example #2

Some patients getting daily placebo methadone seemed  
to do okay

Good counseling provided in the study

(Most did not do well, and trend for retention was not 
good… I am not advocating placebo methadone!)
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Example #3 (last one)

Medical withdrawal doesn’t work, and we should stop 
doing it and just use maintenance treatments 
(methadone, buprenorphine), right?
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Urine 
samples 
generally 
supported 
the self-
reports of 
drug use



Example #3 (last one)

Tread carefully when we assume we know the answer 
already, and that we don’t need to study it

But, we need to do studies in a way that

minimizes risk while getting benefit
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A. Protocol designs

B. Study populations

C. Checks and balances
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Protocol designs

If you are going to do something, do it right

Why?

Because studies almost always involve some form of risk, 
and if we put people at risk, then we should get results 

that are of value and move the field forward
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Protocol designs

Randomized controlled trials

Blinding

Placebo conditions

Number of participants
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Protocol designs: Randomized controlled trials (RCTs)

Gold standard for addressing a research question

Consider your control condition

Be prepared to explain to volunteers the study, that a 
study is not the same as community based (routine) 
treatment – the person is in a study
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Protocol designs

Randomized controlled trials

Blinding

Placebo conditions

Number of participants

Planning addictions research



Protocol designs: Blinding

Blinding of conditions not always possible – for example, 
can blind a medication, but not as easy to  blind a 
psychotherapy

Masking of blind should be tested (did it work?)
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Protocol designs: Blinding

Blinding in drug abuse research can be a challenge

Medications with acute effects that can be detected; for 
example: 

Acute dose of methadone often detected as an opioid 
agonist

Acute dose of naltrexone can precipitate withdrawal 
in an opioid dependent person
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Protocol designs: Blinding

If a study can’t be blinded, is it appropriate to do it? Are 
participants being subjected to risks without the overall 
trial benefits of getting useful data? 

(Can you think of ways to have a blind?)
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Protocol designs: Blinding

Use of peppermint drops in the mouth to mask flavor of 
a medication

Use of an active but lower dose of the medication (vs. 
placebo)

Use of flexible vs. fixed doses of a medication
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Protocol designs

Randomized controlled trials

Blinding

Placebo conditions

Number of participants
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Protocol designs: Placebo conditions

Having a placebo condition can be a standard set by a 
regulatory agency (for example, the Food and Drug 
Administration)

Planning addictions research



Protocol designs: Placebo conditions

What if there is a known treatment that has efficacy? Is it 
appropriate to then have a person receive placebo? 

Does placebo work for some people? (Earlier example 
of methadone dose study)
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Protocol designs: Placebo conditions

Does the risk of getting treated with placebo outweigh 
the potential study benefits? 

This can depend upon the study and the target 
condition. For example, a study of headache doesn’t 
carry the same risk ratio as a study of cancer 
treatment. Both have known treatments, we don’t 
judge the “cost” of on-going headache to be the same 
as untreated cancer.  
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Protocol designs: Placebo conditions

Can be clever in methodological design

Fast track admissions for treatment that usually has a 
wait list

Give a choice to opt out of a condition

Conduct blinded rescue if person doesn’t do well
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Protocol designs: Placebo conditions

Rapid intake to 14 day protocol (then on-going treatment)

Randomized to 0, 2 or 8 mg per day of sublingual 
buprenorphine

Participants knew possible doses, and could make a 
choice to have a double-blind switch to one of two other 
doses

Idea was that 0 mg group would switch more
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Did show 
the effect 
as 
planned
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Significantly more 
dose change 
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Protocol designs: Placebo conditions

Such a design assumes that some treatment is better 
than no treatment

It is also predicated upon the situation where no 
immediate treatment is available
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Protocol designs: Placebo conditions

Can also design a rescue procedure
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While 20 mg dose 
of methadone is 
low (placebo-like, 
although not 
completely 
ineffective), study 
permitted all 
patients to switch 
to higher dose 
methadone if didn’t 
do well in the study. 



Protocol designs: Placebo conditions

Bottom line on placebo conditions: 

Can be indicated when there is no effective treatment 

Can be used when an effective treatment, but should 
think carefully about how used/study design
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Protocol designs

Randomized controlled trials

Blinding

Placebo conditions

Number of participants
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Protocol designs: Sample sizes

Can be value in pilot studies to test a hypothesis

However, if seeking to answer a question, then have a 
sample size that will answer that question (make sure 
you are powered)

The risks need to be justified by the benefits

Conclusions that someone else will need to replicate 
and do it right are maddening!
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A. Protocol designs

B. Study populations

C. Checks and balances
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Study populations

People with the disorder (a substance use disorder), vs 
healthy controls

Exposure to drugs in persons with no prior experience 
carries risk

Exposure to drugs in persons with prior experience 
carries risk, too!
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Study populations: No prior experience

Should the person be exposed to an addictive drug?

Can vulnerable persons be screened out in some way? 

How addictive is the drug? 
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Study populations: Prior experience

Is the person actively using? If not, should they be 
exposed to a drug for which they are not currently 
using? 

If they are using a drug, do study procedures help them 
or run a risk of harming them?  
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Study populations: Other considerations

Studies with vulnerable populations need to be given 
special consideration – groups such as prisoners, 
pregnant women, children, diminished capacity to 
make independent decisions
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Checks and balances

Does the study have systems designed in to it, that 
allow for ensuring the welfare of the participant is 
being considered? 

For example, are there medical staff who are not study 
investigators, who can assess and make decisions on 
whether to continue the study for a participant? 
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Checks and balances

In the U.S., requirement to have Data and Safety 
Monitoring Plans (DSMPs) for NIH studies

These may include a Data and Safety Monitoring Board 
(DSMB), that is independent and can make decisions 
about individual cases as well as the overall study
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Staff training

Confidentiality

Data collection

Stopping early
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Staff training

May be institutional requirements for training 
(compliance, ethics, human subjects)

Consider own training specific to the study, local 
environment

Conducting the work 



Staff training

Message to staff about how to conduct research, act 
toward participants

Balance between acting on behalf of participant, not 
“going rogue” if an ethical concern arises 

Can think of an example of a staff member going rogue?

Conducting the work 



Staff training

Staff also need to be aware of professionalism, treating 
participants with respect but not becoming overly 
friendly/crossing boundaries

Can you think of an example of this?

Conducting the work 



Staff training

Lead by example!
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Confidentiality

Training with staff

Recognizing that stigma of substance abuse can be a 
concern to participants
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Confidentiality

When should confidentiality be broken?

Reported abuse (child, adult) – physical, mental, sexual

What if someone breaks the law?

What if they threaten staff? 

What if they show up at study site intoxicated, and drove 
a car there?

Conducting the work 



Confidentiality

Lead by example!
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Data collection

Keeping data secure

Risk when staff have ability to access data remotely 
(e.g., loss of confidentiality)

Who should have access to data?

Are you collecting more than is needed?
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Staff training

Confidentiality

Data collection

Stopping early
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Stopping early

Can consider interim analysis, but take a statistical hit 
when do so

But, what if there is reason to think something is really 
working – or it is failing miserably? (No one is getting 
better…)

Don’t underestimate the power of placebo responses
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Stopping early: Breaking the blind

What if a participant really wants to know what they 
received or are receiving? How balance the integrity of 
the trial with the need that the participant has? 

Examples?
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Ethical issues in addictions research can be a challenge, and 
some aspects of this work are particularly novel in clinical 
research (unique in medicine)

Design and methodology can address some of these 
challenges, and provide opportunities for creativity

Summary and conclusions (I of II)



Important to consider these ethical issues at all stages of the 
work

While not addressed today, aspects of publication process that 
are also relevant to this conversation (e.g., authorship, 
plagiarism)
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Thank you. 


