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The VA Point of Care Program
• GOAL: large, inexpensive RCTs

• Optimize use of EMRs

• Avoid the cost of the “clinical trial apparatus”

• Recruitment/randomization “at the point of care” 
(that’s not how we’re doing it!)

• Outcomes from EMRs

• DCP is the first full scale RCT in this program
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Diuretic Comparison Project: 
Study Question

Does treatment with chlorthalidone reduce major adverse 
cardiovascular events (MACE) compared with 
hydrochlorothiazide (HCTZ) in older veterans with hypertension?

• Network meta-analysis:

– 21%   in MACE for CTD vs. HCTZ

– 18%   when adjusted for attained BP

(Roush, HTN 2012; 59:1110-7)



Inclusion criteria
1. Over the age of 65 years (half outcomes outside VA)

2. On HCTZ 25 or 50 mg/d from VA (not combo)

3. Most recent SBP (in CPRS) ≥ 120 mm Hg



Study Intervention
• Patients currently treated with HCTZ

• Open-label randomization to remain on their current 
dose HCTZ (25 or 50 mg), or convert them half that dose 
of CTD (12.5 or 25 mg)



Primary Outcome- MACE
Time to first occurrence of any of the following:

1. Stroke

2. Myocardial infarction

3. Urgent coronary revasc 2° unstable angina

4. Hospitalization for acute decompensated HF

5. Non-cancer death 



DCP Adverse Events
• Discontinuation of the study diuretic

• Hospitalization for (1° dx): ↓K, ↓Na, renal failure

• Renal failure (doubling of Cr, begin dialysis, vascular access for 
dialysis, renal transplant)

• Other recorded K<3.1 or Na<130

• New diabetes



Stats/Sample Size
• The study uses the intent to treat principle and all randomized patients are include
• All patients are followed until withdrawal, death, or the end of the study
• Patient follow-up continues beyond reaching a primary endpoint to determine secondary 

and safety outcomes and recurrent events
• The study had one planned interim analysis after the 500th event occurred. Using the O-

Brien Fleming procedure, the primary hypothesis was tested with a two-sided log-rank test 
with a type I error of 0.1% 

• The primary hypothesis will be tested with an unadjusted time-to-event analysis with a 
two-sided log-rank test. 

• Study follow-up will end after the 1055th event. 
• We posit an event rate of 13.5% of the composite outcome in the hydrochlorothiazide 

group and 11.1% in the CTD group. 
• The primary statistical analysis will have 90% power and two-sided 4.9% type I error to 

detect a hazard ratio of 1.22 or larger or 0.82 or less. 



Pragmatic Nature
• All study related tasks done by central staff (Boston or Minneapolis)
• No study staff at any site
• Centralized:

– Recruitment
– Consenting
– Randomization
– Filling out drug order
– Assessing outcomes

• Usual Care
– Signing drug order
– Filling prescription
– Managing study drug and hypertension



APPROACH



Obstacles
• Enrolling Medical Centers

– No local site investigator to push the study at each site.  Has been difficult to get 
sites to agree to participate
• Worry about additional burden on PCPs
• Competing interests from other high priority items – so feel DCP would be a distraction to 

leadership

– Memorandum signed by Chief of Staff, Chief of Research and Chief of Pharmacy

• Enrolling PCPs 
– Work load concerns – particularly alerts
– IRB considered providers and subjects – required provider consent

• Embedding the work flow of the study into clinical operations



What Are We Asking You For?
(Every click is sacred)

• Initial Provider Inclusion (1 time for entire study)
– 1 view alert per provider to enroll entire panel

– 1 order to include your patients

• Per Patient
– 1 order to randomize

– 1 order for the drug (of randomized to chlorthalidone)/ 0 orders if they 
remain on HCTZ

• Median provider has 3 patients in the study

• Total of 6 view alerts over the entire study



View Alert for Approval to Recruit Patients in PCP’s Panel



Order to Screen/Recruit Eligible Patients in PCP’s Panel 



Once a Patient Consents: PCP Approval to Randomize



Randomization Orders



Randomization Note



Obstacles (cont)

• Call Center

– Initially contracted with existing VA call center

– No prior research experience

– They had other priorities

• Mid study – started our own dedicated call 
center in Minneapolis









S 68.5% of approached providers 
consented to participate!!

72 Medical Centers – plus 
affiliated clinics

4,128 PCP

13,523 Participants

18 Staff members
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• 55% of 
randomized 
patients lived 
in a rural 
location











Outcomes
• Outcomes were ascertained through a combination of manual adjudication, 

algorithms for primary outcome events excluding non-cancer death, National Death 
Index for non-cancer death, and natural language processing (NLP) for stroke.



No. (%) with Outcomes

Randomized 
(n=13,523)

Primary outcome 1,260 (9.4%)

Secondary outcomes

Non-cancer deaths 636 (4.7%)

Acute congestive heart failure 443 (3.3%)

Myocardial infarction 261 (2.0%)

Stroke 153 (1.2%)

Unstable angina with urgent 
coronary revascularization

31 (0.3%)





DCP Conclusions
• Pragmatic Trials are possible to successfully 

perform in the VA
• Comparative effectiveness studies are likely the 

easiest to implement
• Enrolled a broad sample of patients that are 

typically unavailable to traditional clinical trials
• Broad recruitment enhances generalizability of 

study results
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Dialysis Platform Study (DIAP)
Beta Blocker Dialyzability on 

Cardiovascular Outcomes (BRAVO)
• Chairs

• Areef Ishani areef.Ishani@va.gov

• James Kaufman jimbobboy@gmail.com



Dialysis Platform (DiaP)
• The Dialysis Platform (DiaP) will provide an infrastructure to 

support sequential and concurrent randomized clinical trials 
relevant to the VA dialysis population with a primary focus 
on comparative effectiveness trials.

• DiaP will include a prospective registry of all VA dialysis 
patients (facility and CITC)
– Prevalent and incident patients
– and who have a primary care provider at the VA and receive 

their medications at the VA



DiaP cont

• Platform for interested investigators to 

submit projects for review and 

implementation, to identify and enroll 

potential participants, collect necessary 

trial data, and assist in data analysis and 
manuscript preparation



Why do the study?



BRAVO
• Pragmatic trial in hemodialysis patients comparing metopolol

succinate qd vs carvedilol bid 
– Inclusion: patient on beta blocker at baseline – will convert

• Event Driven: 1100 events (anticipate 2200 over 4.5 years)
• Outcome: Cardiovascular outcomes, hypotension, falls

– Outcomes from EMR and claims data
– Pragmatic trial – no forms, no study visits, minimal inclusion/exclusion 

criteria

• Goal: every VA dialysis unit participating in the trial



Conclusion

• Lots of potential for pragmatic trials at the VA

• Particularly comparative effectiveness studies



Another potential study
• Randomized Evaluation of Sodium Dialysis Levels of 

Vascular Events (RESOLVE)

• International pragmatic trial

• Dialysis sites randomized dialysis sodium 
137mmol/l vs 140mmol/l

• Outcomes: Major cardiovascular events or death

• Follow up duration 5 years


