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Dear Editor,

With interest we read the article by Fodor et al. on the use of nor-
mothermic machine perfusion (NMP) for post-ischemic preserva-
tion of donor livers’. In this study, the outcomes of 59
consecutive NMP procedures were compared with a historical,
matched cohort of livers preserved using static cold storage (SCS)
alone. The authors conclude that the use of NMP resulted in a
lower rate of ischaemic-type biliary lesions (ITBL). However, there
are several aspects of this study that need commenting.

First, the definition of the endpoint ITBL is unclear. The
authors make a distinction between non-anastomotic biliary
strictures (NAS) and ITBL. Authors report no significant differ-
ence in the occurrence of NAS between the NMP and SCS groups,
but found a statistically significant difference in ITBL between
both groups®. This is remarkable, because the terms NAS and
ITBL have both been used for the same specific component of
post-transplant cholangiopathy, namely biliary strictures at any
other place than the anastomosis in the presence of a patent he-
patic artery?. It is unclear how the authors distinguished between
ITBL and NAS. Most previous studies on machine perfusion have
used the combination of radiological biliary abnormalities and
clinical symptoms, such as jaundice or cholangitis, as an end-
point, instead of the presence of radiological abnormalities
alone®?. Biliary abnormalities are frequently observed on post-
transplant magnetic resonance cholangiography in the absence
of clinical symptoms®*.

Secondly, one of the most important risk factors for the devel-
opment of ITBL after liver transplantation is cold ischemia time
(CIT). As the difference in CIT was nearly significant between the
two groups (P=0.055), it would have been interesting to see if the
difference in ITBL remained significant after a correction for CIT.
Overall, as no statistical corrections for any variable have been
performed, residual confounding cannot be ruled out.

Thirdly, the authors state that 59 livers were transplanted of
the 75 livers that underwent NMP (21 per cent discard rate).
Surprisingly, the investigators found no significant difference in
the EuroTransplant Donor Risk Index between livers that under-
went NMP because of a high-risk donor profile and the control

cohort of SCS livers (Supplementary Table LXI). Based on these
results, one could conclude that post-ischemic NMP results in
higher discard rate of donor livers, yet that the outcomes in terms
of graft survival are similar between NMP and SCS.

Several previous studies on post-ischemic NMP of high-risk
donor livers, revealed high incidences of ITBL of up to 30 per
cent*®. In contrast to post-ischemic NMP, hypothermic oxygen-
ated machine perfusion (HOPE) has been demonstrated to signifi-
cantly reduce the incidence of ITBL after transplantation of
donation after circulatory death livers®. A prospective, clinical
trial was carried out to precede post-ischemic NMP by a short pe-
riod of HOPE to avoid ischemia-reperfusion injury at the start of
NMP and to help reduce the risk of ITBL after transplantation®. In
conclusion, we disagree with the conclusion that post-ischemic
NMP results in lower rates of ITBL. Moreover, as post-ischemic
NMP resulted in a discard rate of 21 per cent, and similar graft
survival was obtained in the control group of SCS livers with a
comparable donor profile, we question the use of post-ischemic
NMP for regular donor livers.

Disclosure. None to declare.

References

1. Fodor M, Cardini B, Peter W, Weissenbacher A, Oberhuber R,
Hautz T. Static cold storage compared with normothermic ma-
chine perfusion of the liver and effect on ischaemic-type biliary
lesions after transplantation: a propensity score-matched study.
BrJ Surg 2021; in press. DOI: 10.1093/bjs/znab118

2. De Vries Y, Von Meijenfeldt FA, Porte RJ. Post-transplant cholan-
giopathy: classification, pathogenesis, and preventive strategies.
Biochim Biophys Acta Mol Basis Dis 2018;1864:1507-1515

3. van Rijn R, Schurink IJ, de Vries Y, van den Berg AP, Cortes
Cerisuelo M, Darwish Murad S et al; DHOPE-DCD Trial
Investigators. Hypothermic machine perfusion in liver transplan-
tation - a randomized trial. N EnglJ Med 2021;384:1391-1401

4. Mergental H, Laing RW, Kirkham AJ], Perera MTPR, Boteon YL,
Attard ] et al. Transplantation of discarded livers following

Received: June 01, 2021. Accepted: June 07, 2021

© The Author(s) 2021. Published by Oxford University Press on behalf of BJS Society Ltd. All rights reserved.

For permissions, please email: journals.permissions@oup.com

120Z 1snbBny £z uo Jasn usbuiuols) 1o Alsieaiun Aq 2/892£9/£5zqeuz/sla/c601 01 /10p/alo1e-soueape/siq/woo-dno-olwapeoe//:sdiy Woll papeojumo(]



2

| BJS, 2021, Vol. 00, No. 0

viability testing with normothermic machine perfusion. Nat
Commun 2020;11:2939

Watson CJE, Kosmoliaptsis V, Pley C, Randle L, Fear C, Crick K
et al. Observations on the ex situ perfusion of livers for transplan-
tation. Am] Transplant 2018;18:2005-2020

6. van Leeuwen OB, de Vries Y, Fujiyoshi M, Nijsten MWN, Ubbink
R, Pelgrim GJ et al. Transplantation of high-risk donor livers after
ex situ resuscitation and assessment using combined hypo- and
normothermic machine perfusion: a prospective clinical trial.
Ann Surg 2019;270:906-914

120Z 1snbBny £z uo Jasn usbuiuols) 1o Alsieaiun Aq 2/892£9/£5zqeuz/sla/c601 01 /10p/alo1e-soueape/siq/woo-dno-olwapeoe//:sdiy Woll papeojumo(]



