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Panel
 ACP PEACE

– James Tulsky, MD
– Angelo Volandes, MD

 PRIM-ER
– Corita Grudzen, MD

 HiLo
– Myles Wolf, MD



Goal of the Discussion
 Discuss adaptations to study design necessary due to 

COVID-19
 Discuss adaptations to measurement necessary due to 

COVID-19
 Review how analysis plans changed due to COVID-19
 Share ongoing issues faced because of COVID-19
 Share opportunities from COVID-19



Advance Care Planning: Promoting Effective & Aligned Communication in the Elderly

 Step-wedge cluster randomized trial
 4500 pts. >64 in 36 onc. clinics  
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Advance Care Planning: Promoting Effective & Aligned Communication in the Elderly
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• Step 1&2 ACP rates 
prior to, and after, the 
intervention

• Examine intervention 
effect post-COVID-19 
using data from the 
remaining ten clusters

• COVID-19 effect: We will estimate the pre-COVID ACP rate 
from the original baseline plus Step 1, and the post-COVID ACP 
rate using Step 2 data. We will also examine trends over time.



OPPORTUNITY: COVID-19 SUPPLEMENT

Sep 2019

Pre-Covid 

09/15/2019 – 03/14/2020

March 2020

Covid
03/15/2020– 09/14/2020

Dec 2020

Intervention
12/15/2020– 06/14/2021

 Goal: To determine whether the ACP PEACE intervention can rapidly effect COVID 
related advance care planning in a primary care population

– 15,000 primary care patients >64
– We’ve trained, remotely, 178 Northwell Health primary care clinicians 
– Rolling out videos in all clinics - in person, remotely using codes, and texting links
– Intervention period began Dec 15, 2020 and ends June 15, 2021



PRIM-ER Primary Palliative Care for Emergency Medicine

• Stepped-wedge cluster-
randomized trial testing the effects 
of implementing primary palliative 
care in emergency medicine on 
healthcare utilization and survival

• 35 emergency departments 
across 18 health systems



PRIM-ER Data Collection
 Qualitative data: RE-AIM framework to 

evaluate institutional leadership support and 
QI processes

 Quantitative data: Baseline Attitudes and 
Knowledge Survey

 Sites achieving intervention milestones
 Medicare Claims analyses



PRIM-ER COVID-19 Impact
 Change in sequencing for stepped-wedge design; 

implementation interruption/pause for six months 
 Heterogeneity of treatment effect due to change in 

population characteristics and practice patterns
 Competing priorities for Emergency Departments
 Intervention format changes-virtual education
 Greater provider/nurse receptivity to interventions 

post- COVID-19



Updated Stepped Wedge Timeline



HiLo Pragmatic Trial of Higher vs Lower Serum 
Phosphate Targets in Patients Undergoing Hemodialysis

Goal: HiLo will test which of two phosphate management strategies will confer 
superior clinical outcomes in patients with ESRD undergoing hemodialysis: 

– Lo: Usual target phosphate of <5.5 mg/dl; or 
– Hi: Less strict target phosphate of ≥6.5 mg/dl

Design: Pragmatic, multicenter RCT, clinical outcomes trial; n=4400
Primary outcome: Hierarchical composite of all-cause mortality & all-cause 
hospitalization (adaptation of Finkelstein-Schoenfeld method for cluster-RCT)
Pragmatic features: Cluster randomization; broad entry criteria; no traditional on-
site study staff; eConsent; remote site monitoring; reliance on EHR with no CRFs; 
no AE reporting; outcomes based on EHR with no adjudication 
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COVID-19 and HiLo: Design

 ESRD is an extremely high risk population for COVID19-related 
outbreaks and death

 Three design issues:
1. “All hands on deck” in dialysis units – less time for study
2. “Cohorting” of COVID+ patients into specific units risks that patients would move 

from/to units that are/aren’t on study or are in different arms
3. Increased risk for within cluster outbreaks that would increase ICC of primary 

outcome and thereby reduce power
 Mitigation: 

1. Delay site activation, accept slow enrollment in already activated sites
2. Put cohort units on hold; delay activation of units expected to be cohort sites 
3. Increase the number of clusters while reducing the n per cluster



COVID-19 and HiLo: Measurement

 Obtain data on COVID-19 associated hospitalizations and 
deaths to support future sensitivity analyses

– Based on timing of COVD positivity
– Timing of subsequent hospitalizations and deaths
– Will need to define windows of associated versus not 

associated with COVID-19…(1 month?)



COVID-19 and HiLo: Analysis

 Ultimately, few outbreaks within units
 Fortunately small number of patients affected
 We opted to maintain primary analysis unchanged
 We will plan a pre-specified secondary analysis in which 

we censor for COVID-associated deaths and exclude 
COVID-19 associated hospitalizations

 To be included in final SAP



Impacts of COVID-19
 Goal: facilitate information sharing / planning for 

“GSP”
 Outreach to Collaboratory projects
 General Themes:

– Design / Redesign
– Conduct
– Analysis

 PICOT and CONSORT to support proposed guidance



PICOTs
 Framing the scientific question is crucial for clarity
 The scientific question is then linked to a statement 

of research aims or research objectives
 Aims or objectives then lead to hypotheses (and this 

helps to guide design and analysis decisions!)
 Q:  Is there a way to help structure the specification 

of questions or aims?



PICOTs
PICOT(t) – temporal impacts on 
P(t) - Change in enrolled patients

I(t)- Change in intervention delivered

C(t) - Change in comparison group / usual care

O(t) -Change in outcome collection/status (missingness) / mean level
T(t) - Change in the timing of effect / interaction with covid(t)



PICOTs PICOT(t) – temporal impacts on each

P(t) - Change in enrolled patients

I(t) - Change in intervention delivered

C(t) - Change in comparison group / usual care

O(t) - Change in outcome collection / missingness / mean level
T(t) - Change in the timing of effect / interaction with covid(t)



PICOT(t) – temporal impact on each 
element

 Q: How should we approach measurement for each of 
these aspects?

 Q: How should we approach adaptation of SAPs to 
shed light on these aspects?

 Q: How should we approach trial reporting to shed light 
on each of these aspects?



Impacts of COVID-19
 Development of guidance
 Consideration of PICOT & of CONSORT

– “Consolidated Standards of Reporting Trials”
– Key elements:

• Flow diagram detailing enrollment/follow-up
• Checklist of reporting guidelines inc. elements of PICOT

 Continued learning from Collaboratory projects & 
monthly working group meetings
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