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We examined the prognostic importance of early fluid threshold crossings (FTC), similar to the analysis reported by Tang and colleagues.1 This analysis is restricted to the 722 patients that had at least 6 months of follow-up, but did not have a primary endpoint event in the first 6 months. Within this group, 239 patients with a documented FTC in the first 6 months were compared to 483 patients without an FTC. Patients with an FTC had a significantly higher risk of primary endpoint events occurring later than 6 months (Figure 1; unadjusted HR=1.50, CI: 1.16-1.95, p=0.0019; stratified analysis HR=1.57, CI: 1.20-2.05, p=0.0011). 

Figure 2 and Figure 3 show Kaplan-Meier curves for survival free from primary endpoints in patients that were event-free at 6 months, comparing intervention and control in the subgroups based on early FTCs. Note that hazard ratios and p-values are unstratified and unadjusted. 

Figure 3 suggests a possible late benefit of the intervention in patients that remain free of CV hospitalisation and FTC for 6 months (HR=0.70, CI: 0.50-0.98, p = 0.035). However, this may imply that a physician would have to wait >6 months to know whether his patient could achieve a potential benefit from further telemedicine guided disease management. Therefore, the time to first-event analysis for the primary endpoint (CV-hospitalization or death from any cause) was repeated for all patients, but only using events >6 months after randomization (repeat events for patients with an early event <6 months). This analysis bypasses the above mentioned 6-month-waiting-period. Although the intervention does not appear to prevent repeat events in patients that have an early event, it does appear to have an effect in patients that are event-free at 6 months. Figure 4 shows the incidence of post-6 month endpoints including all randomized patients (HR=0.86, CI: 0.70-1.06, p=0.15).
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Figure 1. Among patients that did not experience a primary endpoint in the first 6 months of the study, those with a fluid threshold crossing (FTC) have a significantly higher incidence of late primary endpoints. 
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Figure 2. Kaplan-Meier curves for the incidence of late primary endpoints in patients that were endpoint-free at 6 months but had an FTC in the first 6 months of the study, comparing Intervention and Control (HR=0.83, CI: 0.56-1.25, p=0.38).
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Figure 3. Kaplan-Meier curves for the incidence of late primary endpoints in patients that were endpoint-free at 6 months but had an FTC in the first 6 months of the study, comparing Intervention and Control (HR=0.70, CI: 0.50-0.98, p=0.035).

[image: image3.emf]Freedom from CV hosp or death(%)

    0

   25

   50

   75

  100

Months since randomization

0 6 12 18 24 30 36 42 48 54

Primary Endpoint if event-free at 6 months

Patients without early FTC

Control

Intervention

P = 0.035

HR = 0.70 (0.50-0.98)

No. at Risk

Control

Intervention

252 252 215 125 64 51 35 24 10 1

231 231 203 123 63 56 41 29 15 7


Figure 4. Kaplan-Meier curves for incidence of first CV-hospitalization or death more than 6 months after randomization, including all randomized patients (HR=0.86, CI: 0.70-1.06, p=0.15). 
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