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Postreperfusion syndrome in liver transplantation

In liver transplantation (LT), postreperfusion syndrome 
(PRS) is represented by a series of transient hemodynamic 
alterations occurring after graft reperfusion into the 
recipient, including bradycardia, dysrhythmia, decreased 
systemic vascular resistance and mean arterial pressure 
(MAP), and increased pulmonary artery pressure, pulmonary 
artery wedge pressure and central venous pressure. It can be 
associated with acute acidosis, hypothermia, hyperkalemia 
and hyperfibrinolysis. It was first defined by Aggarwal  
et al. (1) as a decrease in MAP ≥30% from baseline for at 
least one minute within 5 minutes from graft reperfusion, 
and further classified by Hilmi et al. (2) into mild PRS 
(i.e., a <5 minutes-long decrease in blood pressure and/
or heart rate <30% of the anhepatic levels, responsive to 
calcium chloride and/or epinephrine intravenous boluses, 
without continuous vasopressors infusion requirement) 
and significant PRS (characterized by severe hemodynamic 
instability with hypotension [>30% of the anhepatic level], 
asystole, hemodynamically significant arrhythmias, and 
including also patients with prolonged and/or recurrent 
fibrinolysis). In severe cases, PRS can degenerate to cardiac 
arrest and on-table death after graft reperfusion. 

Pathogenesis of PRS is complex and incompletely 
understood. The cause of PRS is generally attributed to 
the interplay between metabolic acidosis, hyperkalemia, 
hypocalcemia, hypothermia, air embolism, and the 

hemodynamic effects of vasoactive substances released 
at the time of graft reperfusion. After graft reperfusion, 
many inflammatory cytokines (TNF-α, IL-1, IL-2, IL-8) 
are released into systemic circulation by the grafted liver. 
Others, like kallikrein, bradykinin, chemokines and activated 
complement factors are produced by the recipient in response 
to graft reperfusion. The importance of each of them in 
determining PRS, however, has not been elucidated so far (3).

Incidence of PRS varies widely across different studies, 
ranging from 10% to 58%, and this is at least partially due 
to some heterogeneity in PRS definition (4-11). Incidence 
of PRS does not appear to have decreased in recent years; 
its occurrence is clinically relevant as it has been associated 
with the onset of postoperative acute kidney injury (AKI) 
(12,13), early allograft dysfunction, and, although less 
frequently, reduced graft and patient survival (8). 

Risk factors for PRS include donor [age, macrosteatosis, 
donation after circulatory death (DCD)] and recipient 
(severity of liver disease, previous myocardial dysfunction) 
features, and factors related to transplant operation 
(duration of cold and warm ischemia time, blood products 
transfusion and calcium requirements, surgical technique, 
hyperkalemia and hypothermia after graft reperfusion) 
(4,5,7,10-12,14). The association between factors like 
donor age, graft macrosteatosis, donation after cardiac 
death and duration of cold ischemia time suggests that 
ischemia-reperfusion injury and onset of PRS are closely 
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interlinked. In the study by Croome et al. (4), incidence 
of PRS and on-table cardiac arrest was higher in patients 
receiving grafts with moderate (30–60%) macrosteatosis, as 
compared to patients transplanted using grafts with mild or 
no steatosis. Pan et al. (7) observed that matched recipients 
of grafts from DCD donors, despite having comparable 
1-year patient and graft survival rates, had increased rates 
of PRS (25.7% versus 12.3%) and hyperkalemia (33.8% 
versus 18.9%) as compared to recipients of grafts from 
brain-dead donors (DBD). The detrimental effects of the 
combination of macrosteatosis and DCD was shown by 
Zhang et al. (10), who observed higher rates of PRS and 
postreperfusion hyperkalemia in recipients of DCD grafts 
with ≥20% macrosteatosis. Kalisvaart et al. (12) demonstrated 
the association between PRS, a more severe ischemia-
reperfusion injury, as reflected by higher transaminases peak, 
and subsequent AKI. These observations are also in keeping 
with the role of cold ischemia time as a risk factor for PRS, 
as prolonged preservation causes progressive adenosine 
triphosphate (ATP) depletion and aggravates ischemia-
reperfusion injury (11). Thus, PRS can be interpreted as 
an early hallmark of severe ischemia-reperfusion injury, 
explaining its association with AKI and patient outcome.

Hyperkalemia iN PRS: where does the potassium 
come from?

The possibility of PRS and hyperkalemia is well known to 
anesthetists involved in LT programs. Usually, during the 
anhepatic phase before graft reperfusion efforts are made 
to keep potassium levels on the low side, and all means to 
reduce potassium levels, like sodium bicarbonate, glucose, 
insulin and calcium infusions, are set ready for use. After 
graft reperfusion, hyperkalemia can result from acute 
metabolic acidosis, causing and extracellular potassium 
ions shift in exchange of H+, from exogenous potassium 
administration associated with red blood cells transfusion, 
and from the flush of potassium-rich preservation solution 
(like University of Wisconsin solution) from the graft 
into recipient circulation. This last has been particularly 
emphasized, and some studies have detected an association 
between potassium concentration of effluent flush fluid and 
severe PRS (9). However, two facts should be acknowledged. 
First, liver graft is usually flushed before implantation, 
either ex-situ with chilled 5% albumin or saline, or in-
situ with recipient blood. This practice, which reduces the 
amount of potassium released by liver graft at reperfusion, 
has reduced but not eliminated the incidence of PRS. 

Second, PRS can present when other preservation solutions 
with lower potassium concentration are used (Table 1).  
Thus, it appears that potassium contained in preservation 
solution is only partially responsible for postreperfusion 
recipient hyperkalemia. 

Intracellular potassium concentration is 140 to  
150 mEq/L, and is maintained by the balance between 
uphill cellular potassium uptake by the activity of sodium–
potassium ATPase, and passive potassium efflux (so-
called leak rate) (15). This process requires an intact and 
functioning cell membrane to actively pump potassium into 
the cell and limit leak rate. Cold preservation progressively 
determines cell membrane dysfunction and increased 
permeability (16) and can therefore reduce sodium–
potassium ATPase activity and increase passive potassium 
efflux, causing significant release of potassium from the 
intracellular space. As we would expect that to happen 
more significantly in more severely damaged liver, recipient 
hyperkalemia could be interpreted as a further sign of severe 
ischemia-reperfusion injury. This would provide a rationale 
to the association between potassium concentration of 
effluent flush fluid and severity of PRS, and also explain 
why different potassium concentrations can be measured 
on graft effluent flush fluid, despite the same preservation 
solution has been used. 

Impact of machine perfusion on PRS 

Since the advent of modern machine perfusion techniques, 
including normothermic machine perfusion (NMP), 
hypothermic oxygenated machine perfusion (HOPE) and 
their variants, a reduction in the incidence of PRS has 
been a common finding. Angelico et al. (17) compared 
intraoperative hemodynamics of 6 patients receiving 
grafts treated with NMP with 12 matched controls 
preserved by static cold storage (SCS). Although NMP 
did not significantly reduce raw incidence of PRS (0% 
versus 16.7%; P=0.53), it was associated with higher MAP  
90 minutes after graft reperfusion and lower norepinephrine 
requirement 5, 30 and 60 minutes after graft reperfusion. 
Furthermore, patients in the SCS group experienced 
a significant MAP drop 5 minutes postreperfusion, 
followed by a slow recovery to prereperfusion values after  
30 minutes, whereas patients in the NMP group had stable 
MAP as compared to the anhepatic phase. In the first 
multicenter randomized trial comparing NMP versus SCS,  
Nasralla et al. (18) observed, along with a 50% reduction of 
ischemia-reperfusion injury in the NMP group (AST peak:  
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Table 1 Composition of most common preservation solutions for liver transplantation

Solution component or characteristic Blood UW HTK IGL-1 SCOT 15 Celsior

Sodium ion (mmol/L) 140 30 15 120 118 100

Potassium ion (mmol/L) 5 125 9 25 5 15

Magnesium ion (mmol/L) 0.8 5 4 5 1.2 13

Calcium ion (mmol/L) 2.5 0.015 1.75 0.25

Chloride ion (mmol/L) 104

Sulphate ion (mmol/L) 1.4 5

Phosphate (mmol/L) 3.2 25

Bicarbonate (mmol/L) 25 25

Glucose (mmol/L) 7 11

Raffinose (mmol/L) 30 30

Lactobionate (mmol/L) 100 100 80

Adenosine (mmol/L) 5 5

Histidine (mmol/L) 180 30

Histidine · HCI · H2O (mmol/L) 18

Potassium hydrogen 2-ketoglutarate (mmol/L) 1

Mannitol (mmol/L) 30 60

Glutathione (mmol/L) 4 3 3

Allopurinol (mmol/L) 1 1

Tryptophan (mmol/L) 2

HES (g/L) 50

PEG 20KDa (g/L) 15

PEG 35KDa (g/L) 1

pH 7.4 7.3 7.4 7.4 7.3 7.4

Viscosity (centistokes) 1.6 2.4 1.8 1.28 1.6 1.15

Osmolarity (mOsm) 308 320 310 290 320 320

UW, University of Wisconsin; HTK, Histidine-Tryptophan-Ketoglutarate; IGL-1, Institut George Lopez-1; SCOT 15, Solution pour la 
Conservations des Organes pour la Transplantation-15; HES, hydroxyethyl starch; PEG, polyethylene glycol.

488 IU/L versus 965 IU/L; P<0.001), also a significant 
reduction of PRS rate (12.4% versus 33%; P<0.001). The 
only report of a possible detrimental effect of NMP on PRS 
was that by Watson et al. (19) from Cambridge. Authors 
reported 12 cases of LT using declined marginal liver grafts 
after NMP, among which the first 6 were performed with high 
mean arterial perfusate pO2 (621–671 mmHg). In this group, 
5 patients experienced PRS and 4 had persistent refractory 
vasoplegia after graft reperfusion, which was referred to high 
reactive oxygen and nitrogen species production during NMP 

due to perfusate hyperoxygenation. No case of PRS was 
observed in the subsequent 6 cases, performed using lower 
perfusate oxygen tensions (~150 mmHg). 

In our experience of hypothermic oxygenated machine 
perfusion, which has now reached 60 cases, onset of PRS 
has been anecdotal after HOPE treatment (20,21). In a 
matched patient cohort, incidence of PRS was reduced in 
HOPE group (4% versus 20%; P=0.13), a finding that was 
confirmed as significant by Bayesian model averaging. 

From a mechanistic standpoint, it is l ikely that 
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mitigation of ischemia-reperfusion injury and wash out 
of inflammatory cytokines have a prominent role in 
determining the reduction of PRS observed after machine 
perfusion. 

Recently, a paper by Burlage et al. (22) from University 
Medical Center Groningen, the Netherlands, shed new 
light on the relationship between machine perfusion, PRS 
and hyperkalemia. This paper, which analyzes sodium and 
potassium shifts in liver grafts during hypothermic machine 
perfusion and subsequent warm reperfusion, was prompted 
by a previous study from the same group in which, in 
contrast to what is normally observed at graft reperfusion 
after SCS, 3 out of 10 LT recipients whose grafts had been 
treated with HOPE experienced hypokalemia, instead of 
acute hyperkalemia (23). Briefly, Burlage and colleagues 
measured sodium and potassium concentrations in the 
perfusate during 2 hours of dual HOPE (DHOPE, i.e., 
HOPE performed by simultaneous perfusion of both portal 
vein and hepatic artery) and in the perfusate of subsequent 
NMP (n=6, preclinical study) or recipient blood (n=10, 
clinical study), calculating cation shifts during DHOPE, 
NMP and reperfusion into recipient. The control group 
was represented by 9 grafts undergoing NMP straight 
after SCS and by 9 matched patients transplanted with 
grafts preserved by conventional SCS in the preclinical and 
clinical study, respectively. In the preclinical study, cation 
shifts were correlated with markers of liver viability during 
NMP, including ATP cellular content, perfusate ALT and 
lactate levels. In the clinical study, the same shifts were 
correlated with markers of ischemia-reperfusion injury 
(ALT peak and postoperative day 1 prothrombin time) 
and with hemodynamic changes in the recipient at graft 
reperfusion (MAP and norepinephrine requirements). In 
both the preclinical and clinical study, Authors observed 
a potassium release in perfusate (17±2 and 34±6 mmol, 
respectively) and a sodium uptake (25±9 and 24±14 mmol,  
respectively)  during 2 hours of  DHOPE. During 
subsequent NMP, these shifts inverted in DHOPE treated 
livers, who exhibited active potassium uptake (19±3 mmol) 
and sodium release (7±3 mmol). In contrast, SCS-preserved 
liver released potassium and absorbed sodium during 
NMP. In the preclinical study, high potassium perfusate 
levels during NMP positively correlated with low cellular 
ATP content, peak ALT and lactate perfusate levels. In the 
clinical study, blood potassium levels decreased from 4.7±0.2 
to 3.9±0.3 mmol/L after DHOPE, whereas they increased 
from 4.4±0.1 to 5.0±0.4 mmol/L in recipients of SCS-
preserved livers. Increased potassium levels after portal 

reperfusion correlated with higher post-LT ALT peak and 
norepinephrine requirements. 

These results are extremely interesting. It is likely that 
sodium-potassium ATPase dysfunction caused potassium 
leakage and sodium uptake during DHOPE, which is 
in keeping with mild edema and weight gain that are 
commonly observed after HOPE. Upon warm reperfusion, 
both in the NMP and in-vivo setting, potassium uptake and 
sodium release by the reperfused liver could be result from 
preserved cellular membrane integrity and quicker recovery 
of sodium-potassium ATPase function induced by DHOPE, 
as opposed to what was observed in livers preserved by SCS. 
This observation was particularly convincing in the NMP 
setting, which is a closed circuit allowing avoiding many 
confounding factors of the in-vivo setting. To this regard, it 
would have been interesting to have data on potassium level 
on liver flush fluid obtained before NMP and in-vivo graft 
reperfusion for both DHOPE and SCS-preserved livers. 

It is not surprising that, in the preclinical study, lower 
cellular ATP levels correlated with higher ALT and 
lactate perfusate levels and higher potassium levels upon 
warm reperfusion, as these can all be considered markers 
of a more severe ischemia-reperfusion injury. Similarly, 
the association between higher potassium level upon 
in-vivo graft reperfusion and post-LT ALT peak and 
norepinephrine requirements go in the same direction. 

Overall, the article from the Groningen group is a further 
proof of the association between ischemia-reperfusion 
injury, PRS and acute hyperkalemia and provides a new 
insight on the mechanisms of graft reconditioning and 
protection during HOPE. PRS and acute hyperkalemia are 
signs of a more severe graft damage during preservation. 
Enhanced graft preservation is associated with improved 
hemodynamic stability upon graft reperfusion and, in some 
cases, with recipient hypokalemia. 

In the setting of NMP, it is likely that enhanced graft 
and cellular membrane integrity preservation and ATP 
restoration are also key determinants of reduced PRS rate 
and improved hemodynamic stability (17,18). A study 
evaluating sodium and potassium shift during NMP and 
subsequent in-vivo reperfusion would be particularly 
interesting. 

Clinical implications and future research 
directions

The results of Burlage et al. paper have clear clinical 
implications for anesthesiologic patient management during 
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LT. In recipient of HOPE-treated grafts, usual interventions 
to lower potassium levels could even be harmful and 
result in acute hypokalemia upon graft reperfusion. More 
“permissive” potassium levels could therefore be accepted 
before graft reperfusion. 

From another standpoint, these results could move the 
discussion about the indications for machine perfusion 
from a donor-oriented to a recipient-oriented approach. 
As machine perfusion technology comes to a significant 
cost, many efforts are being made to identify the settings 
in which it conveys a significant advantage over SCS. So 
far, these efforts have been focused on donor features. 
For instance, there is evidence that HOPE is superior to 
SCS in the setting of DCD LT and graft steatosis (24,25). 
However, indications for machine perfusion should take 
into account also recipient features. As suggested by 
Burlage and colleagues (22), DHOPE treatment could 
be particularly indicated in patients with pre-LT renal 
function impairment, as these patients are at increased 
risk of AKI, which is in turn strongly associated with PRS. 
Interestingly, in our experience improved postoperative 
renal function was the main benefit associated with HOPE 
treatment (21). As for patients at increased risk of AKI, 
HOPE could be considered in patients with particularly 
severe liver disease, with pre-LT myocardial dysfunction 
or when a difficult hepatectomy is foreseen, as these are all 
risk factors for PRS.

Machine perfusion could also serve as a platform to treat 
liver graft in an extra-corporeal setting. With regards to 
PRS, it would be interesting to evaluate the impact of a 
cytokine filter in parallel to the machine perfusion circuit 
to decrease the release of inflammatory cytokines at graft 
reperfusion. 

In conclusion, sodium and potassium shifts during 
DHOPE and warm reperfusion provide further evidence 
to the concept that PRS and acute hyperkalemia are early 
signs of severe ischemia-reperfusion injury, which can 
be mitigated by dynamic preservation techniques. The 
indications for machine perfusion use could be extended 
in LT candidates at increased risk of PRS. Future studies 
evaluating the impact of machine perfusion on PRS should 
ideally include measurements of cations and cytokines levels 
on graft effluent flush fluid and recipient blood after graft 
reperfusion.
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