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Abstract:

*Purpose: Early allograft dysfunction (EAD) is used as an endpoint in liver transplant (LT) clinical trials
because this marker of ischemia reperfusion injury is associated with post-LT results. It is determined early
post-LT, is easy to measure, and occurs relatively often. We sought to analyze the correlation of EAD by
Olthoff Criteria with clinically relevant endpoints in the US multicenter Bridge to HOPE device RCT that was
terminated early for statistically significant reduction in EAD with liver preservation using end ischemic
hypothermic oxygenated perfusion (HOPE) compared to static cold storage alone (SCS). Previously
reported interim results revealed primary endpoint superiority (P=.002), and an EAD relative risk of 0.49
(P=.007) with HOPE (19%) vs SCS (39%).

*Methods: The trial has been described (clinicaltrials.gov: Nct05045794). We analyzed the association of
EAD , the trial primary endpoint, with post-LT LOS, biliary complications requiring intervention (BCs), DCD
ischemic cholangiopathy (non-anastomotic stricturing) requiring intervention (IC), biopsy proven rejection
(BPR), adverse events (AEs), and graft failure. Results to date for the full cohort of 219 randomized patients
undergoing LT with extended risk DBD and DCD livers are included in this EAD analysis; 51% have 12 mo
follow-up (completed trial) and all have >6 mo follow-up.

*Results: EAD occurred in 29% of subjects, with comparable follow-up duration between patients with and
without EAD. Baseline demographics were similar between groups. EAD correlated with clinically relevant
endpoints (see Table); statistical significance was identified for LOS, BCs, BPR, and AEs, with trends
demonstrated for the less frequent events of IC and graft failure. These correlations were also present on
sub-analyses by treatment (HOPE, SCS) and donor type (DBD, DCD).
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*Conclusions: In this pivotal RCT with significantly reduced EAD (the primary endpoint) in the HOPE device
treatment arm, EAD has borne out to strongly correlate with clinically relevant endpoints. EAD is a valuable

clinical trial endpoint.
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Adverse Events:

- Clavien/Dindo 3+
- SAE

- Hepatic SAE

Graft Failure

EAD
(N=63)

362
IQR 53 (312-
365)

11.3
IQR 7.4 (7.6-
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