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Learning	  objec?ves	  

q  Know	  how	  to	  apply	  the	  PRECIS-‐2	  tool	  

	  Loudon	  K	  et	  al,	  BMJ	  2015	  

q  Understand	  a	  pragma?c	  approach	  in	  a	  pallia?ve	  care	  trial 	  	  

	  Courtright	  K	  et	  al,	  AATS	  2016	  

q  Pros	  and	  cons	  of	  an	  explanatory	  trial	  in	  pallia?ve	  care	  

	  Carson	  SS	  et	  al,	  JAMA	  2016	  



History	  of	  Pragma?c	  Trials	  
J	  Chronic	  Dis.	  1967.	  

JAMA	  2003	  

2009	  

NEJM	  Aug	  2016	  
JAMA	  Sept	  2016	  



Explanatory	  vs	  Pragma?c	  Trials	  
J	  Chronic	  Dis.	  1967.	  



PRAGMATIC	  STUDY	  
effec$veness	  /	  real	  world	  

EXPLANATORY	  STUDY	  
efficacy	  /	  ideal	  condi$ons	  

What	  is	  the	  trial	  purpose?	  

Schwartz.	  J	  Chronic	  Dis.	  1967.	  



PRAGMATIC	  STUDY	  
effec$veness	  /	  real	  world	  	  

EXPLANATORY	  STUDY	  
efficacy	  /	  ideal	  condi$ons	  

What	  is	  the	  trial	  purpose?	  

BMJ	  2015	  |	  doi:	  10.1136/bmj.h2147	  	  

J	  Clin	  Epi	  2009	  |	  doi:	  10.1016/j.jclinepi.2008.12.011	  	  



	  
PRECIS-‐2	  Domain	  
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efficacy	  /	  ideal	  condi$ons	  

1.	  Eligibility	   All	  pa?ents	   Select	  pa?ents	  
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3.	  Segng	  

4.	  Organiza?on	  

5.	  Flexibility	  (delivery)	  

6.	  Flexibility	  (adherence)	  

7.	  Follow-‐up	  

8.	  Primary	  outcome	  

9.	  Primary	  analysis	  
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Ann	  ATS;	  Epub	  27	  Jun	  2016	  |	  doi:	  10.1513/AnnalsATS.201604-‐308OT	  
	   	  	  	  	  	  	  	  	  	  	  	  www.clinicaltrials.gov	  NCT02505035	  

Study	  purpose:	  	  
	  
To	  provide	  high	  quality	  evidence	  regarding	  the	  
effec?veness,	  compara?ve	  effec?veness,	  and	  
costs	  of	  inpa?ent	  pallia?ve	  care	  consult	  services	  	  



Segng	  

Largest	  non-‐profit	  health	  system	  in	  U.S.	  
11	  par?cipa?ng	  hospitals	  



Eligibility	  

§  Age	  ≥65	  years	  
§  Hospital	  length	  of	  stay	  ≥72	  hours	  
§  Consensus	  criteria:	  Weissman	  and	  Meier.	  JPM	  2011.	  

Life-‐limi=ng	  illness	   Secondary	  criteria	  

Chronic	  obstruc?ve	  
pulmonary	  disease	  (COPD)	  

�  Oxygen	  dependence	  
�  ≥2	  hospitaliza?ons	  in	  prior	  12	  months	  

End	  stage	  renal	  disease	  
(ESRD)	  

�  Dialysis	  dependence	  

Demen?a	   �  Admi$ed	  from	  long-‐term	  care	  facility	  
�  ≥2	  hospitaliza?ons	  in	  prior	  12	  months	  
�  Presence	  of	  surgical	  feeding	  tube	  



Recruitment	  and	  Organiza?on	  

Hospitaliza=on	  

1 

3 

2 

Admission/ 
Hospital day 0 

Hospital  
day 1 

Hospital  
day 2 

Hospital  
day 3 

15:00	  

Electronic Health Record 

4 5 

15:00	  

1.      Admission order is placed  
2.      Past history form is signed  
3.      Identification of eligible patients using data mining and/or nursing assessment 
4.      Eligible patients enrolled in study  
5.    Default order for consultation (intervention) becomes active if physician doesn’t opt-out 
6.    Palliative care consultation note completed 

6 



Flexibility	  (delivery)	  

§  Actual	  consulta?on	  delivered	  as	  per	  usual	  care	  

§  Any	  type	  of	  pallia?ve	  care	  clinicians	  	  

§  No	  addi?onal	  training	  required	  
	  

§  Recommended	  language	  for	  pallia?ve	  care	  teams	  to	  
introduce	  themselves	  to	  study	  pa?ents	  



Flexibility	  (adherence)	  

1.  Leverage	  mechanisms	  already	  in	  place	  to	  encourage	  
nursing	  comple?on	  of	  electronic	  eligibility	  form	  

2.  Track	  reasons	  physician	  cancels	  default	  order	  

3.  Do	  not	  expect	  100%	  adherence	  
§  Work	  with	  individual	  pallia?ve	  care	  teams	  to	  tailor	  

solu?ons	  
§  Qualita?ve	  survey	  about	  consult	  triage	  decisions	  



Follow-‐up	  

EHR-algorithm assesses for eligibility 

Excluded 
    No history of COPD, ESRD, or Dementia 
      No secondary eligibility criteria 

Usual care wedge 
   Consult ordered by primary team by day 1  
   Did not receive consult order 

Intervention wedge 
   Consult ordered by primary team by day 1 
   Consult ordered by default 

Allocation 

Patient enrolled 

Follow-up during index hospitalization 
   Received consultation 
   Did not receive consultation 
        Died 
        Transferred to other hospital  
        Other alive discharge 
        Primary team canceled order 
        Patient or family declined 
        PC team did not have time 

Follow-up during index hospitalization 
   Received consultation 
   Did not receive consultation 
        Died 
        Transferred to other hospital  
        Other alive discharge 
        Patient or family declined 
        PC team did not have time 
        No consult order placed 

Follow-up 

Enrollment 



Primary	  outcome	  and	  analysis	  

§  Hospital	  length	  of	  stay	  (with	  death	  coded	  as	  the	  longest	  LOS)	  
	  
§  Inten?on-‐to-‐treat	  of	  all	  randomized	  pa?ents	  with	  LOS	  ≥72	  hours	  

§  Regardless	  of	  adherence	  to	  the	  interven?on	  

§  Sensi?vity	  analyses	  re-‐coding	  death	  at	  different	  values	  along	  the	  
distribu?on	  of	  LOS	  

Stat	  Methods	  Med	  Res	  2014	  |	  doi:	  10.1177/0962280214545121	  

*True	  pragma?sm	  precludes	  pa?ent	  &	  family-‐reported	  outcomes	  
in	  this	  mul?center,	  technology-‐based	  trial	  of	  >18,000	  pa?ents*	  



	  
PRECIS-‐2	  Domain	  

	  
REDAPS	  

1.	  Eligibility	   Broad	  criteria	  within	  selected	  
popula?ons	  

2.	  Recruitment	   Occurs	  within	  usual	  care	  

3.	  Segng	   Mul?ple,	  diverse	  geography,	  
single	  health	  system	  

4.	  Organiza?on	   Exis?ng	  resources,	  processes	  

5.	  Flexibility	  (delivery)	   Unscripted,	  guidelines	  

6.	  Flexibility	  (adherence)	   Encouraged	  

7.	  Follow-‐up	   Not	  beyond	  usual	  care	  

8.	  Primary	  outcome	   Important	  to	  pa?ents	  &	  other	  
stakeholders	  

9.	  Primary	  analysis	   ITT	  includes	  all	  randomized	  



explanatory	  

pragma?c	  



JAMA.	  2016;316(1):51-‐62	  |	  doi:10.1001/jama.2016.8474	  

Study	  purpose:	  	  
	  
To	  determine	  if	  a	  pallia?ve	  care	  specialist-‐led	  
communica?on	  interven?on	  for	  families	  of	  
pa?ents	  with	  chronic	  cri?cal	  illness	  can	  improve	  
both	  family-‐	  and	  pa?ent-‐centered	  outcomes.	  



Segng	  

1	  urban	  	  
ter?ary	  care	  	  

center	  

2	  ter?ary	  	  
care	  centers,	  
1	  community	  

hospital	  



Eligibility	  

§  Medical	  ICU	  
	  
§  Age	  ≥21	  years	  old	  	  
	  
§  Requiring	  7	  days	  of	  

mechanical	  ven?la?on	  
uninterrupted	  for	  ≥96	  hours	  

§  Not	  expected	  to	  wean	  or	  die	  
within	  72	  hours	  



Recruitment	  

Research	  assistant	  task	  
ICU	  clinician	  task	  

1.	  Prelim	  screen	  

2.	  Final	  screen	  

3.	  Approach	  par=cipants	  

4.	  Assess	  capacity	  

5.	  Approach	  par=cipants	  

6.	  Informed	  consent	  



Organiza?on	  

Enrollment and  
SIT meeting 1 

SIT  
Meeting 2 

Optional additional  
SIT meetings 3 months 

Medical ICU 

1 

1.  Pre-Supportive Information Team (SIT) meeting between SIT team and ICU team 
2.    SIT team coordinated and conducted family meeting  
3.  Survey administration*: Hospital Anxiety and Depression Scale, ACP domain of After-Death 

Bereavement Family Interview, Quality of Communication Scale 
4.  Outcomes collection*: Hospital Anxiety and Depression Scale, Impact of Events Scale-Revised, 

Family Satisfaction in the ICU Survey  

2 

10 days ? days 

3 

4 2 2 

Telephone 

3 

*Surveys	  administered	  by	  different	  research	  assistants	  	  
as	  each	  ?me	  point	  blinded	  to	  randomiza?on	  arm	  

1 



Flexibility	  (delivery)	  
§  Interdisciplinary	  pallia?ve	  care	  team	  with	  addi?onal	  

cer?fica?ons	  in	  EOL	  and	  family	  communica?on	  skills	  

§  Pallia?ve	  care	  physician	  and	  advanced	  prac?ce	  nurse	  required	  
at	  each	  SIT	  mee?ng,	  led	  by	  physician	  

	  
§  All	  par?cipants	  received	  “intensive	  and	  specific	  training	  on	  the	  

mee?ng	  protocol	  from	  expert	  faculty”	  
	  

§  “Protocolized	  approach”	  to	  family	  mee?ngs	  



Flexibility	  (adherence)	  
1.	  	  Correc?ve	  re-‐training	  of	  SIT	  team	  members	  as	  needed	  
	  
2.  Regular	  audits	  at	  each	  site	  of	  family	  mee?ng	  audio	  and	  

completed	  mee?ng	  template	  forms	  



Follow-‐up	  

§  1	  ?me	  point	  

§  Via	  telephone	  

§  ≤30	  min	  surveys	  

§  2	  reminder	  le$ers	  



Primary	  outcome	  and	  analysis	  

§  90-‐d	  surrogate-‐reported	  hospital	  anxiety	  and	  depression	  scale	  	  
	  
§  (modified?)	  inten?on-‐to-‐treat	  of	  all	  randomized	  pa?ents	  
	  



	  
PRECIS-‐2	  Domain	  

	  
REDAPS	  

	  
Carson	  et	  al.	  JAMA.	  2016	  

1.	  Eligibility	   Broad	  criteria	  within	  selected	  
popula?ons	  

Narrowly	  selected	  popula?on,	  
many	  exclusion	  criteria	  

2.	  Recruitment	   Occurs	  within	  usual	  care	   Outside	  of	  usual	  care	  

3.	  Segng	   Mul?ple,	  diverse	  geography,	  
single	  health	  system	  

Mul?ple,	  diverse	  geography,	  
not	  randomly	  selected	  

4.	  Organiza?on	   Exis?ng	  resources	  &	  
processes	  

Addi?onal	  personnel,	  new	  
process	  

5.	  Flexibility	  (delivery)	   Unscripted,	  guidelines	   Scheduled,	  scripted	  guidelines	  

6.	  Flexibility	  (adherence)	   Encouraged,	  tracked	   Audits,	  re-‐training	  

7.	  Follow-‐up	   Not	  beyond	  usual	  care	   3-‐mo	  follow-‐up	  surveys	  

8.	  Primary	  outcome	   Important	  to	  pa?ents	  &	  other	  
stakeholders	  

Important	  to	  pa?ents	  &	  
families	  

9.	  Primary	  analysis	   ITT	  includes	  all	  randomized	   ITT	  excludes	  lost	  to	  follow-‐up	  





Conclusions	  

§  Pragma?c	  vs	  Explanatory:	  what	  is	  the	  trial	  purpose?	  

§  Use	  PRECIS-‐2	  criteria	  as	  a	  guide	  during	  study	  design	  	  
	  
§  Poten?al	  limita?ons	  relevant	  to	  pallia?ve	  care:	  

§  Pragma?c	  –	  heterogeneous	  interven?on,	  data	  collec?on	  
§  Explanatory	  –	  simple	  inflexible	  interven?on,	  homogenous	  

popula?on	  
	  


