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On the Docket

• How prescribed are you going to be? (Prescriptive  Pragmatic)

• Recruitment and Retention

• Ethical Issues

• Emerging Designs



• Pragmatic Trial



Pragmatism
PRECIS-2



More 
Prescriptive



More Prescriptive (but still kind of pragmatic)

• Eligibility-Metastatic NSLC

• Recruitment-Through oncologist referral, traditional RCT  1:1

• Setting-Single academic medical center

• Organization-Single Palliative Care Team

• Flexible Delivery- semi-flexible protocol with domains to address

• Flexible Adherence-Scheduling at same time of onc visit

• Follow-up-All data must be collected in a +/- 3wk window

• Primary Outcome Relevance to Pt-FACT-L (QOL)

• Primary Analysis-All participant data included, imputed for missing patients
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More Pragmatic

• Eligibility-30% mortality risk on claims, community dwelling

• Recruitment-No recruitment, uses secondary data, stepped wedge trialunit of analysis is the ED

• Setting-35 Academic Emergency Rooms

• Organization-All except 1 have EPIC, All are academic medical centers with strong ER leaders

• Flexible Delivery- flexible in how training is done for nurses and physicians, flexible in how CDS is 
implemented

• Flexible Adherence-Measure of completion of intervention, use of CDS

• Follow-up-None, use of secondary data for outcomes from Medicare

• Primary Outcome Relevance to Pt-Acute Care Admission

• Primary Analysis-All participant with complete Medicare files (No Medicare Advantage)



Recruitment

• What  is the milieu you are recruiting from?
• Academic vs non-academic, resources available

• Community vs Acute

• What referral processes might work?

• Level of illness of the potential subject

• Cognition

• Diversity of Populations

• Rapidly update your recruitment plan if it’s not working, don’t wait

• Language Matters



Retention

• Reminders

• Incentives

• Magnets or other physical reminders

• Send birthday/holiday cards from the study

• Time period measurement flexibility

• Nights and Weekends



Ethical Issues

Feeling guilty about randomizing to a control arm? DON’T

• WHY do the trial if there’s evidence that something is superior?

• We only do trials because there ISN’T good evidence of something!

• Patient’s can always decline to participate (becomes retention issue 
after randomization)

• In certain studies, particularly individually randomized in upstream 
PC, can waitlist control (can enhance retention)



Emerging Designs

• Cluster Randomization

• Stepped Wedge Design

• Adaptive, SMART and MOST Designs

• N of 1 Trials



Cluster Randomization

• Used when wishing to perform an RCT in a setting where you can’t randomize the patient

• To avoid contamination  CAREFUL what your cluster is (unit vs site)

• Because the intervention has to be carried out in a set area

• Requires calculation of ICC

• Challenges
• Usually requires at least 16 clusters if not more

• Matching or stratification of clusters



Cluster Randomization-PROVEN

Pragmatic Trial of Video Education in Nursing Homes (Mor, Mitchell, Volandes)

• Conducted in 360 nursing homes (N=119 intervention/N=241 control) owned by two healthcare 
systems.  Randomized at  the Facility Level 1:2

• Intervention facilities instructed to offer the Advance Care Planning Video Program to all patients. 

• Patient characteristics and outcomes were ascertained from Medicare Claims, Minimum Data Set 
assessments, and facility electronic medical record data. 

• Intervention adherence was measured using a Video Status Report embedded into electronic 
medical record systems. 

• The primary outcome was the number of hospitalizations/person-day alive among long-stay 
patients with advanced dementia or cardiopulmonary disease. 



Stepped Wedge Trial

• A cluster type trial used when you can’t do straight cluster randomization

PROs: 

• Easier to recruit sites because all sites serve as intervention

• Greater power than traditional Cluster RCT

CONs:

• No true current control group; each site acts as its own pre-post control

• Statistics are more complex

• Harder to interpret

NOTE: Needing to space out implementing an intervention is not a reason to do stepped wedge, this 
can be done in a traditional cluster RCT where you slowly implement over time.



Stepped Wedge Trial

• X# of clusters receives the 
intervention in each time period

• Order is through randomization
• Everyone gets intervention by 

end of study



Stepped Wedge Trial



Adaptive and SMART Designs

• Adaptive Interventions are individually tailored sequences of 
interventions, with treatment type and dosage changing 
according to patient outcomes. 

• Operationalize clinical practice. 



Why Adaptive Interventions?

• High heterogeneity in response to any one treatment 

• What works for one person may not work for another 

• What works now for a person may not work later (and relapse is common) 

• Lack of adherence or excessive burden is common 

• Intervals during which more intense treatment is required alternate with intervals 
in which less treatment is sufficient 



Adaptive Trial (not in palliative care) as illustration

• Adaptive Drug Court Program for drug abusing offenders. 

• Goal is to minimize recidivism and drug use. 

• Marlowe et al. (2008, 2009, 2012) 



Key Decisions in Adaptive Design

• What is the best sequencing of treatments? 

• What is the best timings of alterations in treatments? 

• What information do we use to make these decisions? (how do we 
individualize the sequence of treatments?) 



SMART Design



SMART Design



MOST Design

• Multiphase Optimization Strategy (MOST)

• RCTs traditionally evaluate a whole intervention

• MOST evaluates the components that are most important/effective

• Performed before an effectiveness RCT

• Can be used to optimize an intervention and understand the key programmatic and delivery 
components.



MOST Design



MOST Design



N of 1 Trial

• Used in many early stage behavioral interventions

• In such trials, the patient undergoes pairs of treatment periods
organized so that one period involves the use of experimental treatment and the 
other involves the use of an alternate or placebo therapy. 

• The patient and clinician are blinded, if possible, and outcomes are monitored. 

• Treatment periods are replicated until
the clinician and patient are convinced that the treatments are definitely 
different or definitely not different. 

• Good for Personalized Treatment



N of 1 Trial



N of 1 Trial Example



Resources

• Palliative Care Research Cooperative-Webinars, Training Intensive, F2F Meeting

• State of the Science in Palliative Care at end of Annual Assembly (2020)

• NIH Healthcare Systems Collaboratory (and its living textbook)

• Clinicaltrials.gov and Protocol Papers  DIG INTO THE DETAILS
• Look at successful and unsuccessful trials from recruitment standpoint especially

• CTSIs often have significant resources for training


