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KEY POINTS
3 to 6 key points. Try to tell a story with Background, Intro to the study, Methods, Results, Conclusions, Challenges, Future directions 

1. Prevention And Reduction of Adverse outcomes in Chagasic Heart failUre Trial Evaluation: The PARACHUTE-HF Trial
2. Heart failure caused by Chagas disease has unique characteristics, higher mortality rates, and no evidence-based treatment

Heart failure (HF) is a complication of Chagas disease. Though Latin America has historically borne the brunt of Chagas-related HF, incidence is increasing globally.

HF caused by Chagas disease has unique characteristics, including lower prevalence of hypertension and diabetes; worse health-related quality of life; and higher hospitalization and mortality rates than other causes of HF. In short, though patients with Chagas-related HF are less likely to have classic HF risk factors, their event rates are higher. Furthermore, there’s a lack of clinical evidence to guide their treatment. 

3. PARACHUTE-HF Trial
4. Study population: HFrEF caused by Chagas disease
5. Trial organization
6. Active sites distribution and randomized patients per country
7. Primary objective: To assess superiority of sacubitril/valsartan vs enalapril in improving a composite hierarchical endpoint

The PARACHUTE-HF trial was a prospective randomized trial evaluating the effect of sacubitril/valsartan compared with enalapril in improving a hierarchical composite endpoint including cardiovascular (CV) death, HF hospitalization, and reduction in NT-proBNP levels – in that order, on the basis of clinical importance. 

The study population consisted of 922 patients from 83 sites in 4 Latin American countries: Argentina, Brazil, Colombia, and Mexico. Participants had heart failure with reduced ejection fraction (HFrEF) and a confirmed diagnosis of Chagas disease. 

8. Key secondary endpoints
a. Win ratio: Assumptions for power calculation
9. A total of 922 patients were randomized 1:1 to sacubitril/valsartan or enalapril
10. Baseline characteristics
11. Treatments at randomization
12. A successful journey despite the impact of the pandemic
13. PARACHUTE metrics: big numbers
14. Primary endpoint
15. Components of primary endpoint
16. CV death or HF hospitalization
17. Heart failure hospitalization and CV death
18. NT-proBNP geometric mean at baseline and 12 weeks
19. Adverse events
20. Summary

After 12 weeks, the study team found that sacubitril/valsartan was superior to enalapril with respect to the hierarchical composite endpoint. These results were primarily driven by a 32% reduction in average NT-proBNP levels.

There were some limitations, including COVID-19-related changes in clinical practice that may have affected HF hospitalization rates and the observed treatment effect. 

PARACHUTE-HF was the first major randomized trial studying HF treatment in HFrEF patients with Chagas disease. While sacubitril/valsartan has extensive clinical and real-world data supporting its effectiveness for HFrEF, this trial further supports its use in treating this specific population.

There is a need for rigorously conducted clinical trials in Chagas disease to better define the cardiovascular benefit/risk profile of new treatment options for this neglected and high-risk population. This trial provides a model for international collaboration among cardiologists and infectious disease physicians with a shared goal.

21. Strong results despite the limitations
22. Future perspective
23. Conclusion
24. PARACHUTE-HF. 4 countries. 83 sites. 1840 patients screened – 922 randomized. THANK YOU. 



DISCUSSION THEMES
2 to 4 discussion themes (main points from the Q&A in italics)

What makes Chagas different?

The pathophysiology of Chagas is complex. It includes chronic, low-intensity myocarditis, which can lead to changes in coagulation pathways and thrombotic events; a neurological tropism, which can cause sudden arrythmias; and an autoimmune component.

Dr. Lopes emphasized the impact that an intentional and informed coordinating center; carefully selected sites; deeply invested PIs; and a strong Data and Safety Monitoring Board (DSMB) had on the success of PARACHUTE-HF. 


Dr. Jonathan N Tobin (CDN & Rockefeller Univ) 01:37 PM 
Great trial!  2 questions - do you have data on how long they had Chagas &  were you able to assess any patient reported outcomes, such as Kansas City Cardiomyopathy Questionnaire?

Dr. Jonathan N Tobin (CDN & Rockefeller Univ) 01:52 PM 
We have surveyed a number of different local & national EHR databases, and found 1800 diagnosed cases in PCORnet, 4200 in EPIC COSMOS and 1818 in TriNetX - far below the 300,000 estimated by CDC.  We have a trial to test working with promotoras to increase screening & identification

Chris Granger 01:36 PM 
Chagas is becoming much more common in the southern US: can we prevent heart failure by early treatment?

Read more about XXXXXX.


#pctGR, @Collaboratory1


CHAT
(copy webex chat and paste here)
