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Context  - Palliative Care Research 

Cooperative Group (PCRC)

• Established in 2010, with foundational funding by a 

cooperative agreement from the National Institute of 

Nursing Research (NINR) (UC4NR012584), and 

continuation funding in 2013 and 2018 (U24NR014637 

and U2C NR014637).

• A central purpose: to facilitate - through a well-

functioning cooperative group - the conduct of 

collaborative, rigorous, multisite end-of-life and palliative 

care (EOLPC) research.  



Excellent palliative care relies on best evidence 
and a scientific underpinning. The PCRC exists 
to lead, catalyze, and empower a community of 
investigators who are developing an evidence 
base to ensure high quality care and optimal 
well-being for persons with serious illness and 
their caregivers.

PCRC Vision (revised Aug 2017)

PCRC Proprietary 



The mission of the PCRC is to support the conduct of high quality, 

effective palliative care clinical research by:

• Supporting investigators at all levels of experience in the conduct of 

clinical studies;

• Conducting nationally representative, multi-institutional studies that 

include diverse populations;

• Leveraging Standardized Data Elements and a de-identified palliative 

care study data repository that amplifies the impact of any single study;

• Providing methodological resources, participant access/recruitment, 

and the expertise of PCRC investigators from multiple disciplines.

PCRC Mission (revised Aug 2017)

PCRC Proprietary 
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PCRC Membership Metrics

http://palliativecareresearch.org/members/interested-in-

pcrc-membership/summary-of-pcrc-members/
As of Mar 2021
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Statin discontinuation trial – brief overview



Research Question

Is it safe to discontinue statins for patients with less than 

one year to live? 



Design Overview

Multicenter, unblinded pragmatic trial

• Outcomes @ baseline & at least monthly, following 

patients for up to a year:

• Survival

• Cardiovascular events

• Quality of life (QOL, McGill) and symptoms (ESAS+)

• Number of medications other than statins being taken

• Health resource utilization and cost

Continue statins

Discontinue statins
1:1 randomization



Inclusion Criteria

• English-speaking adults, > 3 months on a statin

• Advanced, life-limiting disease, defined as:

⎯ Treating MD ‘would not be surprised if the patient died within a year”

⎯ Life expectancy of >1 month

⎯ Decline in AKPS to <80% in last 3 months

• Cognitively intact or legally-authorized proxy



Exclusion Criteria

• Known CV disease (or sufficient risk) requiring 

maintenance of statins

• Symptoms of myositis

• Liver function tests or CK > 2.5x upper limits of 

normal

• Other contraindications to continuing statins

• Patient/proxy unwilling/unable to provide consent

• Treating MD unwilling to allow enrollment



Presented by:

Ineligible

n=997 

Stable Function 756 (76%)

Requires Statins 209 (21%)

Contraindications 32 (3%)

Total Eligible

n=662 

Barriers

n=255 

Not Enrolled

n=26 

Physician Unwilling 25 (10%)

Subject Unwilling 143 (56%)

Other Barrier 87 (34%)

Not Consented 23 (88%)

Not Randomized 3 (12%)Enrolled

n=381 

Total Screened

n=1659 



15 Participating PCRC Sites

**Diversity Includes SON, SPH, CCC, minority patient populations

Coordinating Centers

Study Sites



Analysis

• Descriptive summaries, intention-to-treat approach

• Safety analyses, non-inferiority hypothesis

• Time to event

• Patient-centered outcomes

⎯ AUC: baseline – 20 weeks

⎯ Mixed effects model w/ maximum-likelihood estimates for 
missing data

• 381 patients enrolled

⎯ 189 discontinued; 192 continued

• Median followup (Q1, Q3) = 18 weeks (5, 23)



Age=74y; 45% female; 49% cancer; 69% >5y on statins

192 Continued statins

189 Discontinued statins
381 Patients 

Continued statins 20.3%

Discontinued statins 23.8%

Rate of death within 60 days:

P=0.36

Top Line Results

https://pubmed.ncbi.nlm.nih.gov/25798575/ (JAMA Int Med; 2015)

https://pubmed.ncbi.nlm.nih.gov/25798575/


Lessons Learned: Study Start Up

⎯ Rebudgeting

▪ Initial proposed budget cut by 25%

⎯ IRB

⎯ Site and Site PI selection and training

⎯ Outcome(s) and measure selection



Study Start Up: IRB

https://pubmed.ncbi.nlm.nih.gov/24879998/



Study Start Up: Site and Site PI Selection

• Site Characteristics

⎯ What type of care settings will be used as recruitment sites at your study site?

⎯ Who are the gatekeepers and champions in each of these settings?

⎯ What systems are in place to identify potential study participants?

⎯ What are some known hurdles you will have to overcome to subject recruiting? E.g.:

▪ Administrative hoops (e.g., IRB, other oversight committees, access to medical records, etc.).

▪ Political issues – relationship building is key

▪ Getting buy-in from people who are already too busy

▪ Approaching potential study participants who are facing a life-limiting illness

• Site PI Characteristics

⎯ Is it the right site PI? Enthusiasm is not synonymous with effectiveness

• Hire the right CRCs

⎯ Recruiting is a specialized skill, especially in palliative care research

• Train, re-train and re-train again

Outcome: PCRC refined its Site PI and study site selection process, asking more in depth questions and 
seeking commitments (https://palliativecareresearch.org/index.php/research/investigator-support-
information/collaborating-pcrc)



Study start up: Outcome and Measure 

Selection

• Balance burden and feasibility vs. comprehensiveness

• Purposeful decision to use patient (proxy)-reported and 

medical record-available data only

⎯ Decided not to include lab or physiologic measures – important 

decision point for deprescribing trials

• PCRC Resources (now) available:

⎯ https://palliativecareresearch.org/corescenters/measurement-core

⎯ https://palliativecareresearch.org/index.php/corescenters/data-

informatics-statistics-core-disc/pcrc-standardized-data-elements

https://palliativecareresearch.org/corescenters/measurement-core
https://palliativecareresearch.org/index.php/corescenters/data-informatics-statistics-core-disc/pcrc-standardized-data-elements


Lessons Learned: Study Conduct

⎯ Recruitment

⎯ Site performance:

▪ Site payment

▪ When to add new sites and when to retire 

existing sites

⎯ DSMB: Primary study endpoint change

⎯ Adverse event definition and adjudication

▪ Definitions and rules changed after study start up



Recruitment



Recruitment



Recruitment





https://pubmed.ncbi.nlm.nih.gov/24863152/

https://pubmed.ncbi.nlm.nih.gov/24863152/


Site Performance



Site Performance



DSMB: Primary Study Endpoint Change

• Original Endpoint: Median Survival

⎯ Original estimated median survival = 3 months; Sample size =1200

⎯ Interim analysis median survival = 9 months; Revised sample size 

estimate >30,000

• Discussions begun with DSMB ~15 months post study start

• Months 15 – 17: scenario development; ongoing discussion

• Month 17: DSMB approved revised primary endpoint:

⎯ Death within 60 days of enrollment; Sample size = 360

⎯ Communicated to NINR; NINR approval obtained



Adverse Event Reporting

• Differentiate AEs from predefined study outcomes:

⎯ Hospital admissions
⎯ Emergency department visits
⎯ New CV events
⎯ Invasive procedures for cardiac events
⎯ Venous thromboembolism
⎯ Pneumonia

• Create event adjudication committee to evaluate for 
relatedness to trial intervention 

• Consider what data will be available in study population

• Keep tabs on changing environment – FDA AE reporting 
categories changed ~ 3 months after initiated study 
enrollment



Lessons Learned: Publications

• Publications guidelines / standard operating procedures

• Multi-author paper editing/revision approach

• Mapping out publications, authors and accountability

https://palliativecareresearch.org/resources/documents



Lessons Learned: De-identified data 

repository and secondary data analysis



https://pubmed.ncbi.nlm.nih.gov/30508023/



Summary

⎯ Start up

▪ Rebudgeting

▪ IRB

▪ Site and Site PI recruitment and training

▪ Outcome(s) and measure selection

⎯ Conduct

▪ Recruitment

▪ Site performance

▪ DSMB role/ Primary study endpoint change

▪ Adverse event definition and adjudication

⎯ Publications – primary and secondary

⎯ De-identified data repository and secondary data analysis

Lessons learned from conduct of the statin deprescribing trial 
have shaped formation of the PCRC and its resources.
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