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Abstract: Introduction: Primary liver transplants (pLT) in patients with biliary atresia (BA) are
infrequent, since most babies with BA undergo a prior Kasai portoenterostomy (KPE). This study
compared transplant outcomes in children with BA with or without a prior KPE. We hypothesized that
pLT have less morbidity and better outcomes compared to those done after a failed KPE. Methods: A
retrospective review of patients with BA transplanted at our institution was performed. Patients were
included if they received a pLT or if they were transplanted less than 2 years from KPE. Outcomes
were compared between those groups. Comparisons were also made based on era (early: 1997-2008
vs. modern: 2009-2020). p < 0.05 was considered significant. Results: Patients who received a pLT
were older at diagnosis (141.5 &= 46.0 vs. KPE 67.1 £ 25.5 days, p < 0.001). The time between diagnosis
and listing for transplant was shorter in the pLT group (44.5 & 44.7 vs. KPE 140.8 £ 102.8 days,
p <0.001). In the modern era, the calculated PELD score for the pLT was significantly higher (23 + 8
vs. KPE 16 £ 8, p = 0.022). Two waitlist deaths occurred in the KPE group (none in pLT, p = 0.14).
Both the duration of transplant surgery and transfusion requirements were similar in both groups.
There was a significant improvement in graft survival in transplants after KPE between eras (early
era 84.3% vs. modern era 97.8%, p = 0.025). The 1-year patient and graft survival after pLT was 100%.
Conclusions: Patient and graft survival after pLT are comparable to transplants after a failed KPE
but pLT avoids a prior intervention. There was no significant difference in pre- or peri-transplant
morbidity between groups other than wait list mortality. A multicenter collaboration with more
patients may help demonstrate the potential benefits of pLT in patients predicted to have early failure
of KPE.
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1. Introduction

Biliary atresia (BA) is a disease characterized by inflammation and obstruction of the
biliary tree leading to the development of biliary cirrhosis in infancy if left untreated [1].
It was originally deemed “uncorrectable” until Kasai described a portoenterostomy, al-
lowing bile drainage from the liver [2]. The Kasai portoenterostomy (KPE) remains the
conventionally accepted treatment of BA by most pediatric surgeons.

The success of KPE is defined by two indices: clearance of jaundice and transplant free
survival. In a recent analysis of North American results among pediatric liver centers of
excellence, 49.6% of children undergoing KPE achieved a normal bilirubin post-op within
3 months of surgery, and almost 50% of all children had been transplanted or died by two
years after the Kasai. Even the successful clearance of jaundice does not ensure avoidance
of early liver transplant [3]. Despite this, the standard of care remains to perform a KPE in
all patients with followed by a liver transplantation when it fails [4,5]. In the United States,
only patients with advanced liver disease at diagnosis are candidates for a primary liver
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transplantation (pLT) [6]. pLT is rarely performed but has been associated with excellent
survival [7,8].

pLT is not recommended for all patients with BA since a third to a half of the patients
may avoid a liver transplant in childhood after a successful KPE [9]. However, it is currently
difficult to predict which patients will develop early failure after KPE (<1-2 years post-
operatively) and who could, therefore, benefit from pLT. For patients who develop early
failure, a pLT may lead to superior outcomes by decreasing the waitlist morbidity and
possibly mortality and reducing post-transplant complications [10-12].

Here, we present our institutional experience with pLT for patients with BA and
compared them to patients who received a liver transplant early (<2 years) after a failed
KPE. We hypothesized that pLT leads to superior post-transplant outcomes to transplant
after KPE and is associated with a lower waitlist morbidity and mortality.

2. Material and Methods
2.1. Patient Selection, Definitions and Data Collection

Data were collected retrospectively from our BA and liver transplant databases. Only
patients who suffered from early failure after KPE or who received a pLT at our institution
between August 1997 and June 2020 were included for this comparative study. Early failure
was defined as BA patients who received a liver transplant less than 2 years after KPE.
Patient selection is illustrated in Figure 1.

This retrospective study comparing patients with BA who were transplanted either
after KPE or with a pLT was approved by our Institutional Review Board (IRB 2013-15357
and 2007-12989). Ultimately, a total of 99 patients were included in the KPE group and
14 patients received a pLT.

Primary liver transplant was done in patients who were diagnosed with BA by
biopsy and operative cholangiogram who had signs of advanced liver disease at pre-
sentation: portal hypertension defined by the presence of hypersplenism (thrombocytope-
nia, splenomegaly) or history of variceal bleed, ascites, growth failure or synthetic liver
dysfunction (INR > 1.7, Albumin < 3.2 g/dL).

Data collected included: patient’s characteristics (sex, prematurity); age and weight
at BA diagnosis (for KPE group: age at KPE; for pLT group: age at liver biopsy showing
features of BA); transplant waitlist-related data (age at listing, waitlist duration, hospital
admissions while listed, number of days admitted, indication for hospital admission, cost
of admissions—see below); transplant-related data (age and weight at transplant, natural
Pediatric End-stage Liver Disease (PELD) score a transplant for patients listed for transplant
after 2002, length of transplant surgery, intraoperative packed red blood cell transfusion
requirements, surgical complications, length of post-operative mechanical ventilation,
length of intensive care and hospital stay). Patient and graft status at last follow-up as well
as retransplantation were also collected.

For the purposes of evaluating the impact of practice changes over time on outcomes,
we divided the experience into an early (August 1997-December 2008) and modern (January
2009—June 2020) era. Both the KPE and transplants were done primarily by a single surgeon
(RS) in both eras.

Post-operative management did not change substantially from one era to the other
for the post-operative KPE care. Intravenous ampicillin and gentamicin were used in all
KPE patients post-operatively for 5 days followed by trimethoprim/sulfamethoxazole oral
prophylaxis for 6 months. Post-operative steroids were not used routinely in either of the
two eras. All KPE were done open and not laparoscopically.

Listing criteria for transplantation in the KPE group included failure to thrive despite
optimal nutritional management, recurrent spontaneous bacterial peritonitis despite op-
timal management of ascites and hepatic synthetic failure as exemplified by vitamin K
resistant INR of greater than 1.7 and albumin less the 3.0 g/100 mL.
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Figure 1. Flowchart describing patient selection (legend: BA: biliary atresia; KPE: Kasai portoenteros-
tomy; LCH: Lurie Children’s Hospital; OSH: Outside hospital; pLT: Primary liver transplantation).

Children who achieved at least a 2-year transplant-free survival or who achieved a
serum direct bilirubin of <0.2 mg/dL after KPE were not included in the study, since these
children met criteria for a successful KPE and were older and bigger than the control group.

No child survived more than two years after a failed KPE without a transplant.

Cost data were obtained through our institution’s billing department for patients
transplanted at our institution after 2009. In order to ensure the data would be comparable,
all cost data were converted into an inflation-adjusted measure for a chosen baseline time
period (chosen as the Consumer Price Index (CPI) for 2020). The CPI medical services index
(a measure of change over time in the prices of medical services) was utilized to perform
this conversion (https://fred.stlouisfed.org/series/CPIMEDSL (accessed on 26 June 2021)).
Instead of performing a calculation on a monthly basis, an average of the CPI values for
all months in a given year was obtained and then used for calculation using the following
formula: Equivalent cost in baseline period = (Cost amount) x ((CPI for baseline time
period)/(CPI for time period of the charge)). The adjusted cost of hospital admissions while
on the transplant waitlist included the cost of the KPE admission for patients in the KPE
group. The cost data are presented in United States dollars (USD).
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2.2. Outcomes

Primary outcomes included 1-year and 3-year post-transplant patient and graft sur-
vival. Secondary outcomes focused on waitlist morbidity (number of hospital admissions,
days admitted while on the wait list, indication for hospital admission and waitlist du-
ration). Additionally, the morbidity at the time of transplant was evaluated, focusing on
length of surgery, intra-operative transfusion requirements and post-transplant ICU and
hospital length of stay.

2.3. Statistical Analysis

Comparisons were made between the KPE and pLT groups using the independent
t-test for continuous variables and the Chi-square test for categorical variables. Addition-
ally, comparisons were made based on the era of management to account for changes
and improvement in the management of patients with BA. The same statistical analyses
were performed.

The Mann-Whitney U test was used to compare billing data given its non-parametric
distribution. Kaplan—Meier survival curves were obtained to compare patient and graft
survival. Statistics were performed using the IBM SPSS Statistics program (version 24.0.0.0).
A p < 0.05 was considered statistically significant.

3. Results
3.1. Pre-Transplant Data: Comparison of Patients Transplanted after pLT or KPE

The incidence of pLT was 12.4% (14/113). Patient’s characteristics and pre-transplant
waitlist data are presented in Table 1. Patients in the pLT group were significantly older at
the time of BA diagnosis (KPE 67.1 & 25.5 vs. pLT 141.5 £ 46.0 days, p < 0.001). Although
the time between diagnosis and listing for transplant was shorter in the pLT group (KPE
140.8 £ 102.8 vs. pLT 44.5 & 44.7 days, p = 0.001), the time that was spent on the waitlist
was not statistically shorter (p = 0.6). Neither the number of hospital admissions nor the
total number of days admitted while waiting for transplant were different when compar-
ing groups. Although there was a trend in a lower cumulative adjusted cost of hospital
admissions for the pLT group, this difference failed to reach statistical significance (KPE
$425,090.00 (285,282.83, 566,405.40) vs. pLT $253,004.10 (95,640.49, 431,530.70), p = 0.07).
The reasons for and number of hospital admissions were similar in both groups, except
for cholangitis. Patients from the KPE group were often admitted for cholangitis, a com-
plication that did not occur in any infant from the pLT group (KPE 31/99, 31.3% vs. pLT
0/14, p = 0.014). Two deaths on the waitlist occurred in the KPE group. Although there
were none in the pLT group, this difference was not significant (p = 0.59).

3.2. Transplant and Survival Data: Comparison between pLT and KPE Groups

Patients who received a pLT were nearly 4 weeks younger at the time of transplant (pLT
287.0 + 82.7 days versus KPE 311.4 4 144.0, p = 0.54) (Table 2). The groups were comparable
in terms of severity of disease at transplant (similar growth failure based on weight z-
scores and calculated PELD score). From a surgical standpoint, there was no difference
in length of surgery or intraoperative packed red blood cell transfusion requirements.
The number of combined returns to the operating room for any surgical complication
(bleeding, thrombosis, bowel perforation or biliary complications) or procedures performed
in interventional radiology were not different between groups. Post-operatively, the groups
were also similar in regards to the duration of mechanical ventilation and both intensive
care unit and for overall transplant hospitalization length of stay. The retransplantation
rate was not significantly different. There was a trend for a more expensive adjusted cost of
transplant admission for patients in the pLT group (KPE $588,887.00 (466,829.20, 902,360.70)
vs. pLT $932,675.30 (668,937.90, 1,120,433.90), p = 0.098.
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Table 1. Pre-transplant comparison of patients transplanted after KPE or as pLT: (*) represents a
statistically significant result; (f) the pre-transplant admission cost comparison only included patients
managed since 2009 who received their KPE at our institution (n = 31) and patients from the pLT
group (n = 10).

Variables KPE (n = 99) pLT (n =14) p Value
Age at KPE or diagnosis BA (days) (mean =+ sd) 67.1 £25.5 141.5 + 46.0 <0.001 *
Time to listing (days) (mean =+ sd) 140.8 +102.8 445+ 447 0.001 *
Waitlist time (days) (mean =+ sd) 105.6 + 102.8 90.8 £ 66.5 0.6
Hospital admissions while on waitlist (1, mean =+ sd) 32+33 26+24 0.58
Days admitted while on waitlist (mean =+ sd) 249 +31.2 224+17.6 0.78
Adjusted cost of hospital admissions on the waitlist 425,090.00 253,004.10 0.07
(median (IQR)) (285,282.83, 566,405.40) (95,640.49, 431,530.70) ’
Admission on the waitlist (1, %): Cholangitis 31 (31.3) 0 0.014 *
Admission on the waitlist (7, ./0.)2 Infections (other than 41 (41.4) 6 (42.9) 0.92
cholangitis)
Admission on the walthst.(n, %): Gastrointestinal 20 (20.2) 2(143) 0.6
bleeding
Admission on the walths.t (n, /0.)1 A.sc.ltes or 25 (25.3) 5 (35.7) 041
Spontaneous bacterial peritonitis
Admission on the waitlist (11, %): Malnutrition 24 (24.2) 4 (28.6) 0.73
Death on the waitlist (yes) (11, %) 2(2.0) 0 0.59

Table 2. Post-transplant comparison of patients transplanted after KPE or as pLT. Legend: PELD:
Pediatric End-stage Liver Disease; LDLT: Living donor liver transplantation; ICU: intensive care unit.

Variables KPE (n = 97) pLT (n =14) p Value
Age at transplant (days) (mean =+ sd) 311.4 + 144.0 287.0 + 82.7 0.54
Calculated PELD score at transplant (mean =+ sd) 22 +11 27 +£8 0.15
Type of donor (LDLT) (1, %) 39 (40.2) 4 (28.6) 0.4
Transplant surgery duration (minutes) (mean =+ sd) 4439 + 98.6 423.1 +£70.0 0.39
Intraoperative pRBC transfusion (cc/kg) (mean =+ sd) 1439 +122.3 136.1 + 137.2 0.83
Duration of mechanical ventilation (days) (mean =+ sd) 75+ 6.6 9.8 £9.1 0.27
Length of ICU stay (days) (mean =+ sd) 14.2 +£25.6 14.2 £ 10.5 1
Length of hospital stay (days) (mean =+ sd) 31.8 £36.0 328 £15.2 0.92
Return to ICU after transplant (1, %) 15 (15.5) 5(35.7) 0.065
Surgical take back post-transplant (mean =+ sd) 07+11 1.0£1.0 0.31
. . . 588,887.00 932,675.30
Adjusted cost of transplant admission (median (IQR)) (466,829.20, 902,360.70) (668,937.90, 1,120,433.90) 0.098
Retransplant (yes) (1, %) 8 (8.2) 2 (14.3) 0.46
1-year patient survival from list date (1, %) 93 (93.9) 14 (100.0) 0.35
1-year post-transplant patient survival (1, %) 91 (93.8) 14 (100.0) 0.35
3-year post-transplant patient survival (11, %) 88 (90.7) 13 (92.9) 0.8
1-year post-transplant graft survival (1, %) 88 (90.7) 13 (92.9) 0.78
3-year post-transplant graft survival (1, %) 86 (88.7) 12 (85.7) 0.78

The 1-year patient survival from both listing and after transplantation was 100% for
patients who received a pLT, but this was not significantly different from patients who were
transplanted after KPE, although two patients in the KPE group died while on the waitlist.
There was no statistical difference in 1-year and 3-year graft survival.

3.3. Does the Era Make A Difference? Pre-Transplant Comparison of Patients Transplanted after
KPE or pLT Based on Early versus Modern Era

In total, 95 of the 97 transplants were done by a single surgeon (R.S.) and a liver
transplant operating room team including liver transplant nurses and anesthesiologists. By
era, all 51 in the early and 44/46 in the later era were done by the same single surgeon.



J. Clin. Med. 2022, 11, 3012

6 of 13

When comparing patients who received a pLT to those who were transplanted after
KPE, patients from the KPE group remained significantly younger in both eras at the time
of BA diagnosis (early era: KPE 67.9 &£ 23.3 vs. pLT 139.4 & 71.7 days, p < 0.001; modern era:
KPE 66.1 £ 27.9 vs. pLT 127.9 £ 37.2 days, p < 0.001) (Table 3). Although the time between
diagnosis and listing was shorter in the pLT group in both eras, it was not significantly
different in the early era. However, the difference became significant in the modern era,
as patients in the KPE group took longer to be listed than patients in the pLT group (KPE
171.5 +110.7 vs. pLT 48.6 & 40.3 days, p = 0.002). The waitlist duration shortened in both
groups in the modern era. There was no difference in the number of hospital admissions
or days admitted while on the waitlist. Only the number of admissions for cholangitis
remained significantly higher in the KPE group.

Table 3. Pre-transplant comparison of patients transplanted after KPE or as pLT based on era:
demographics, diagnosis of BA and waitlist-related data. Legend: (*) represents a statistically
significant result.

Early Era (1997-2008) Modern Era (2009-2020)
) KPE pLT KPE pLT
Variables (1 = 51) (@ =5) p value (1 = 48) =9 p Value
Ageat KPE or diagnosis BA (days) 7o 4 735 13941717 <0.001* 66.1 =+ 27.9 12794372  <0.001*
(mean =+ sd)
Time to listing (days) (mean + sd) ~ 112.1+956  63.8 & 69.3 0.28 1715+ 1107  48.6 +40.3 0.002 *
Waitlist time (days) (mean +sd) ~ 117.8 1219  130.0 4 83.1 0.83 92.6 +76.7 69.0 + 47.4 0.38

Number of hospital admissions

while on waitlist (1, mean + sd) 28+33 20420 0.61 36+34 3+24 0.62
Number of days admitted whileon  »31 | 309 2084239 0.99 26.1 4+ 283 19.7 + 16.0 0.53
waitlist (mean =+ sd)
Admission on the waitlist (n, %): 15 (29.4) 0 0.16 16 (33.3) 0 0.041 *
Cholangitis
Admission on the waitlist (1, %):
Infections (other than cholangitis) 20 (39.2) 3 (60.0) 0.37 21 (43.8) 3(33.3) 0.56
Admission on the waitlist (1, %):
Gastrointestinal bleeding 11 (21.6) 0 (0) 0.25 9 (18.8) 3(33.3) 0.81
Admission on the waitlist (1, %):
Ascites or Spontaneous bacterial 10 (19.6) 1(20.0) 0.98 14 (29.2) 4(444) 0.37
peritonitis
Admission on the waitlist (1, %):
Malnutrition 5(9.8) 0(0) 0.46 19 (39.6) 4 (44.4) 0.79
Death on the waitlist (1, %) 0(0) 0 — 2(4.2) 0 0.53

3.4. Transplant and Post-Transplant Survival Data: Comparison of Patients Transplanted after
KPE or pLT Based on Era

The age at transplant improved in the pLT group in the modern era compared to
the KPE group, but the difference remained not significant (KPE 326.4 & 144.2 vs. pLT
261.3 & 64.6 days, p = 0.19) (Table 4). Patients in the pLT group were significantly sicker
at the time of transplant as shown by a higher natural PELD score (KPE 16 £ 8 vs. pLT
23 £ 8, p = 0.022). The length of the transplant operation shortened in both groups in the
modern era, but the operative times, blood loss, ICU and hospital length of stay were quite
similar between the two groups. Post-operatively, in the modern era, there was a trend
to longer duration of mechanical ventilation for patients in the pLT group (KPE 7.7 £ 6.8
vs. pLT 12.3 & 9.2 days, p = 0.085). The number of readmissions to the intensive care unit
were significantly more frequent in the early era in the pLT group (KPE 8/51, 15.7% vs.
pLT 3/5, 60%, p = 0.017). While the proportion of ICU readmissions remained higher in the
pLT in the modern era, this was no longer significant (KPE 7/46, 15.2 vs. pLT 3/9, 33.3%,
p =0.2). Overall, there was no difference in 1-year or 3-year patient and graft survival
between groups.
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Table 4. Post-transplant comparison of patients transplanted after KPE or as pLT based on
era: transplant-related data and post-transplant outcomes. Legend: (*) represents a statistically
significant result.

Early Era (1997-2008) Modern Era (2009-2020)

. KPE pLT KPE pLT p
Variables (n=51) (n=5) Value (n = 46) (n=9) Value
Age at transplant (days) (mean =+ sd) 297.9 £ 144.0 333.2 £98.6 0.6 326.4 £ 144.2 261.3 £ 64.6 0.19
Calculated PELD sc01;ed ;:lt transplant (mean + 1749 1840 078 16+ 8 348 0.022 *
Type of donor (LDLT) (1, %) 25 (49.0) 1 (20.0) 0.21 14 (30.4) 3(33.3) 0.86
OR duration (minutes) (mean + sd) 467.8 + 89.3 451.2 +76.9 0.69 4174 + 747 407.4 +64.3 0.71
I“tra(’perat“’e(gllzgffigjfusmn (ce/kg) 1627 + 1421 1567 + 176.4 0.93 1231+ 92.9 124.7 + 120.9 0.96
Days on the ventilator (days) (mean =+ sd) 73+ 64 2.0+2.0 0.64 7.7 + 6.8 123 +9.2 0.085
Length of ICU stay (days) (mean =+ sd) 15.0 + 34.1 7.0+23 0.67 13.3 +10.2 17.6 = 11.1 0.27
Length of hospital stay (days) (mean = sd) 329+ 40.1 243 +18.1 0.1 30.7 £ 315 34.7 +13.9 0.32
Return to ICU after transplant (1, %) 8 (15.7) 3 (60.0) 0.017 * 7 (15.2) 3(33.3) 0.2
Retransplant (1, %) 8 (15.7) 2 (40.0) 0.18 1(2.2) 0(0) 0.66
1-year patient survival from list date (1, %) 48 (94.1) 5 (100.0) 0.58 45 (93.8) 9 (100.0) 0.45
1-year post-transplant patient survival (1, %) 46 (90.2) 5 (100.0) 0.48 45 (97.8) 9 (100.0) 0.66
3-year post-transplant patient survival (1, %) 44 (86.3) 5 (100.0) 0.39 44 (95.7) 8 (88.9) 0.4
1-year post-transplant graft survival (1, %) 43 (84.3) 4 (80.0) 0.86 45 (97.8) 9 (100.0) 0.66
3-year post-transplant graft survival (1, %) 42 (82.4) 4 (80.0) 0.94 44 (95.7) 8 (88.9) 0.4

3.5. Comparison of Patients Transplanted after KPE Based on Era

There was no difference in age at KPE (early 67.9 & 23.3 vs. modern 66.1 £ 27.9
days, p = 0.73) (Table 5). However, the time to listing became significantly longer in the
modern era (early 112.1 & 95.6 vs. modern 171.5 & 110.7 days, p = 0.005). The number
of hospital admissions were similar in the two eras as were reasons for admission except
for a higher incidence of hospital admissions for malnutrition (including initiation of tube
feeds or parental nutrition) in the modern early (early 5/51, 9.8% vs. modern 19/48, 39.6%,
p = 0.001). Two deaths occurred on the waitlist in the modern era (p = 0.14).

KPE patients were older at transplant in the modern era, although not significantly
so (early 297.9 + 144.0 vs. modern 326.4 & 144.2 days, p = 0.21) (Table 6). The length of
transplant surgery shortened by almost an hour in the modern era (early 467.8 £ 89.3
vs. modern 417.4 & 74.7 min, p = 0.005) and blood transfusion requirements diminished,
although not significantly (early 162.7 & 142.1 vs. modern 123.1 £ 92.9 cc/kg, p = 0.11).
The rate of retransplantation improved significantly (early 8/51, 15.7% vs. modern 1/46,
2.2%, p = 0.022), and therefore, the 1-year and 3-year graft survival improved significantly
in the modern era.
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Table 5. Pre-transplant comparison of patients transplanted after KPE based on era: demographics,
diagnosis of BA and waitlist-related data. Legend: (*) represents a statistically significant result.

KPE
Variables Early Era (1997-2008) (n = 51) Modern (5“_1 5128(;09_2020) p Value
Age at KPE (days) (mean =+ sd) 67.9 £23.3 66.1 +£27.9 0.73
Time to listing (days) (mean =+ sd) 112.1 £ 95.6 171.5 £ 110.7 0.005 *
Waitlist time (days) (mean =+ sd) 117.8 £ 121.9 92.6 +76.7 0.22
Number of hospital admissions while on
oo 27+33 20+2.0 0.17
waitlist (mean =+ sd)
Number of days admitted while on waitlist 231 4+ 34.0 26.1 1+ 283 0.64
(mean =+ sd)
Admission on the waitlist (1, %): Cholangitis 15 (29.4) 16 (33.3) 0.67
Admission on the waitlist (11, %): Infections
(other than cholangitis) 20(39-2) 21(438) 0.65
Admission on the waitlist (1, %):
Gastrointestinal bleeding 11 (21.6) 0 (18.8) 073
Admission on the walths.t (n, /0.)1 A§c.1tes or 10 (19.6) 14 (29.2) 0.27
Spontaneous bacterial peritonitis
Admission on the waitlist (1, %): .
Malnutrition 5(9.8) 19 (39.6) 0.001
Death on the waitlist (1, %) 0 (0) 2(4.2) 0.14
Table 6. Post-transplant comparison of patients transplanted after KPE based on era: transplant-
related data and post-transplant outcomes. Legend: * represents a statistically significant result.
KPE
. Early Era Modern Era
Variables (1997-2008) (1 = 51) (2009-2020) (1 = 46) p Value
Age at transplant (days) (mean =+ sd) 297.9 £+ 144.0 326.4 +144.2 0.21
Calculated PELD score at transplant (mean =+ sd) 17 +£9 16 £ 8 0.46
Type of donor (LDLT) (1, %) 25 (49.0) 14 (30.4) 0.06
OR duration (minutes) (mean =+ sd) 467.8 + 89.3 4174 +74.7 0.005 *
Intraoperative pRBC transfusion (cc/kg) (mean = sd) 162.7 £ 142.1 123.1 £929 0.11
Days on the ventilator (days) (mean =+ sd) 73+ 64 77+ 6.8 0.84
Length of ICU stay (days) (mean =+ sd) 15.0 £ 34.1 13.3 +10.2 0.73
Length of hospital stay (days) (mean =+ sd) 329 +40.1 30.7 = 31.5 0.73
Return to ICU after transplant (11, %) 8 (15.7) 7 (15.2) 0.95
Retransplant (1, %) 8 (15.7) 1(2.2) 0.022 *
1-year patient survival from list date (1, %) 48 (94.1) 45 (93.8) 0.94
1-year post-transplant patient survival (1, %) 46 (90.2) 45 (97.8) 0.13
3-year post-transplant patient survival (1, %) 44 (86.3) 44 (95.7) 0.13
1-year graft survival (1, %) 43 (84.3) 45 (97.8) 0.025 *
3-year graft survival (1, %) 42 (82.4) 44 (95.7) 0.044 *

3.6. Results of pLT: Comparison of Patients Who Received a pLT Based on Era

There were no significant differences in demographic variables when comparing pa-
tients of the pLT based on era (Table 7). Although both the time to listing (early 63.8 & 69.3
vs. modern 48.6 + 40.3 days, p = 0.61) and the waitlist duration (early 130.0 £ 83.1 vs.
pLT 69.0 £ 47.4 days, p = 0.1) were shorter, the number of patients was small and did not
reach statistical significance. There was a trend in more admissions for malnutrition in the
modern era (early 0/5, 0% vs. modern 4/9, 44.4%, p = 0.078).
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Table 7. Pre-transplant comparison of patients transplanted after pLT based on era: demographics,
diagnosis of BA and waitlist-related data.

pLT
Variables Early Era (1997-2008) (1 = 5) Modern Efa_(g)() 09-2020) p Value
Age at diagnosis BA (days) (mean =+ sd) 1394 + 71.7 1279 + 37.2 0.70
Time to listing (days) (mean =+ sd) 63.8 £ 69.3 48.6 £40.3 0.61
Waitlist time (days) (mean =+ sd) 130.0 £+ 83.1 69.0 +47.4 0.10
Number of hqspltal admissions while on 36434 3404 0.45
waitlist (mean =+ sd)
Number of days admitted while on waitlist 228 1+ 239 19.8 4 16.0 0.79
(mean =+ sd)
Admission on the waitlist (1, %): Cholangitis 0 0 —
Admission on the waitlist (11, %): Infections
(other than cholangitis) 3(60.0) 3(333) 0.33
Admission on the waitlist (1, %):
Gastrointestinal bleeding 0(0) 3(33.3) 0.15
Admission on the walths.t (n, /0.)1 A§c.1tes or 1(20.0) 4 (44.4) 0.36
Spontaneous bacterial peritonitis
Admission on the waitlist (1, %):
Malnutrition 0 (0) 4 (44.4) 0.078
Death on the waitlist (1, %) 0 0 —

Although patients in the modern era were transplanted faster, the difference was not
significant (age at transplant early 333.2 £ 98.6 vs. modern 261.3 £ 64.6 days, p = 0.12)
(Table 8). Length of surgery and transfusion requirements improved with time, but also not
significantly. Ventilation days, ICU stay and hospital stay were shorter in the early era, but
this is due to one early patient being excluded from those analyses, as he was chronically
ventilated through a tracheostomy and remained in the ICU until his discharge from the
hospital. The rate of retransplantation improved significantly in the modern era (early 2/5,
40.0% vs. 0/9, 0%, p = 0.04). The patient and graft survival were similar between eras.

Table 8. Post-transplant comparison of patients transplanted after pLT based on era: transplant-
related data and post-transplant outcomes (waitlist). Legend: (*) represents a statistically
significant result.

pLT
. Early Era Modern Era
Variables (1997-2008) (1 = 5) (2009-2020) (1 = 9) p Value

Age at transplant (days) (mean =+ sd) 333.2 + 98.6 261.3 + 64.6 0.12
Calculated PELD score at transplant (mean =+ sd) 18+0 23 +8 0.18
Type of donor (LDLT) (1, %) 1(20.0) 3(33.3) 0.60
OR duration (minutes) (mean =+ sd) 451.2 +£ 769 407.4 + 64.3 0.28
Intraoperative pRBC transfusion (cc/kg) (mean =+ sd) 156.7 +£ 176.4 124.7 + 120.8 0.69
Days on the ventilator (days) (mean =+ sd) 20+£20 123 £9.2 0.099
Length of ICU stay (days) (mean =+ sd) 70+23 17.6 £ 11.1 0.12
Length of hospital stay (days) (mean =+ sd) 243 +£18.1 34.7 £13.9 0.28
Return to ICU after transplant (1, %) 3 (60.0) 3(33.3) 0.33
Retransplant (1, %) 2 (40.0) 0(0) 0.04*

1-year patient survival from list date (1, %) 5 (100.0) 9 (100.0) -

1-year post-transplant patient survival (1, %) 5(100.0) 9 (100.0) -
3-year post-transplant patient survival (1, %) 5 (100.0) 8 (88.9) 0.40
1-year post-transplant graft survival (1, %) 4 (80.0) 9 (100.0) 0.18
3-year post-transplant graft survival (1, %) 4 (80.0) 8 (88.9) 0.68
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4. Discussion

Primary liver transplant for children with biliary atresia is usually reserved for those
children who present with advanced liver disease at the time of diagnosis. Reported
incidences of pLT vary between 3-16% [9,13-18], but have been as low as less than 1% in
Japan [19,20] and as high as 40% in Brazil [11]. Comparing these incidences is challenging
given the different rates of organ donation and organ availability in different cultures and
countries. Additionally, some studies compare pLT to all patients transplanted after KPE
regardless of the timing of when a patient is ultimately listed for a transplant. Additionally,
the denominator for these studies varies: some use the total number of patients with
BA managed at their institution (regardless of their management), while others only
include patients with BA who were ultimately transplanted. In our institutional experience
spanning over 23 years, the overall rate of pLT was 10.7%, comparable to previously
published data.

Our study is purposefully limited to the comparison of outcomes in children after pLT
to those children who have had unsuccessful KPE and have had to undergo liver transplant
within two years of a failed KPE. It does not include comparisons to older children who
have had a successful KPE, since we wanted to focus on a population of children who
have derived no ostensible benefit from the KPE, and who, with the appropriate, albeit yet
unknown selection criteria, might have been spared an unnecessary surgery.

While some studies have reported that transplants after KPE are more complex (higher
blood transfusion volumes, longer operative time and increased rate of bowel perforations
due to the post-operative adhesions), the differences were actually not statistically signifi-
cant [12,18,21,22]. Our study showed comparable results between transplant after KPE or
pLT. This was felt to be related to the increased surgical experience in transplanting patients
after KPE and not to any significant paradigm shifts in the post-operative management
either after the KPE or the transplant. The surgical team remained constant over the time
span of both eras examined.

Another factor testifying to the increased surgical experience in transplanting complex
patients is the statistically lower rate of retransplantation in the modern era in both the
KPE and pLT groups.

Patients in the pLT group had a higher PELD score in the modern era and presented
at a later age in both eras. Despite these disadvantages, results in the pLT group were
comparable to the KPE group. This may explain the trend in a higher transplant admission
cost for the pLT group. The authors recognize that the PELD score is an imperfect metric to
reflect the severity of disease in children that underestimates pediatric waitlist mortality [23]
and that modifications to the scoring are needed to better attest of the status of patients,
and potentially decrease the request of exception points. However, one might speculate
that if pLT were done in more patients who presented earlier and would normally be
considered for a KPE, the overall morbidity would be reduced below what was observed
in both groups in the present study. The key is how to select those 30-50% of patients who
fail the KPE within two years so they could be spared surgery with no apparent benefit.

A higher PELD score in patients who received a pLT in the modern era did not trans-
late into a higher number of admissions while on the liver transplant waitlist. Conversely,
having undergone a previous KPE did not affect the rate of hospital admissions for compli-
cations of ESLD except for admissions for cholangitis. However, while all patients in the
pLT group were diagnosed and managed at our institution until transplant, 45% of patients
in the KPE group had their KPE done at an outside institution. Therefore, hospital admis-
sions that occurred at outside institutions while being active on the transplant waitlist were
not captured in our analysis and could explain why the difference in cost of admissions
was not significantly lower for the pLT group.

Improvements in both post-transplant medical as well as surgical care has led to
excellent survival after liver transplant for pediatric patients with BA [24]. Our experience
with pLT showed an excellent 100% patient survival at 1 year from listing and 1 year after
transplant, and comparable 3-year patient and graft survival to patients transplanted after
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KPE. This was similar to the findings from other published studies [9,25,26]. However, a
recent study reported superior long-term survival outcomes for pLT [10]. This study was
done by using a large database and based its patient selection on billing codes for diagnosis
and surgical procedures. Surprisingly, their rate of pLT was 50% which is much higher
than any previously reported rates and calls into question the accuracy of the methods.
Additionally, it does not take into account patients who underwent their KPE in another
state [27]. While single-center retrospective studies lack the power to show significant
association, large database studies lack granularity, accuracy and stringent data verification
processes, and their results should, therefore, be interpreted with caution.

It is currently difficult, if not impossible, to predict which patient with BA will expe-
rience early failure after KPE. The development of a predictive score based on pre-KPE
factors would help identify patients without ESLD at high risk for early failure in whom a
pLT could be recommended. Pre-KPE histological criteria have been proposed as a means
to predict successful bile drainage after a KPE [28], but it has been difficult to reproduce
those results. A Taiwanese study suggested a pLT be discussed with parents of children
with BA unless they have no living donor available [26]. Suggesting a higher number of
patients may undergo a pLT would raise the question of organ shortage and worsening
waitlist mortality. Additionally, the waitlist mortality is already the highest in patients less
than 1 year of age [29]. In our study, the only waitlist mortalities occurred in children listed
after KPE. The authors believe that if policies were established to ensure the splitting of all
liver suitable for split liver transplant (intent-to-split policy), the waitlist mortality could be
significantly reduced, as has been shown in other countries [30], despite potentially increas-
ing the number of pLT. Segmental grafts have been shown to have beneficial post-transplant
outcomes, including reduced incidence of hepatic artery thrombosis due to the large size
of donor vessels [31]. ABO incompatible liver transplantation can also be used safely in
infants less than 12 months given the immaturity of their immune system [32]. Lastly,
promoting living donation in centers able to perform technical variant graft transplants
would help reduce the waitlist mortality.

The Kasai operation remains the treatment of choice at the moment for all babies
diagnosed with biliary atresia unless the child demonstrates clear signs of deteriorating
liver function. However, in studies from many centers, it has been demonstrated that there
is a high failure rate of the KPE even in children with early diagnosis and before the onset
of liver failure [7]. Even though our results show no obvious disadvantage in doing the
actual transplant operation after a failed KPE, those children will have been subjected to
a prior operation that yielded no benefit, with considerable expenditures and with the
obvious consequences of suffering through a major operation. The key to adopting a more
selective use of the KPE in the treatment of children with BA is to develop accurate and
reliable predictors of failure in the approximately 30% of children who need a transplant
within 2 years of the KPE. Until the success of the KPE in delaying the need for a transplant
approaches 100% success either by immunological or anti-proliferative adjuncts to surgery,
a primary liver transplant with a success rate that approaches 100% should be considered
in any child who would be predicted to have an unfavorable result after a KPE.

The authors recognize limitations to their study. It is a small retrospective single center
study. However, as mentioned earlier, while it lacks the power of a large population sample,
it allows for thorough data verification and accuracy when compared to large databases
results. The study period extended over 23 years and the management of patients with
BA has evolved over time. However, it was not as different as the modern management
as other studies who reported and compared the use of other biliary drainage procedure
than KPE.

In conclusion, primary liver transplantation leads to similar outcomes when compared
to transplant after early failure of a Kasai portoenterostomy with less mortality on the wait-
list. It is possible that a larger multicenter retrospective review followed by a prospective
study may show the benefits of performing a primary liver transplant in selected children
who are predicted to have a poor outcome after a Kasai procedure.
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BA Biliary atresia

CPI Consumer price index

ESLD  End-stage liver disease

ICU Intensive care unit

INR International normalized ratio
IR Interventional radiology

KPE Kasai portoenterostomy

LDLT Living donor liver transplantation
OSH  Outside hospital

PELD Pediatric end-stage liver disease
PHIS  Pediatric Health Information System
pLT Primary liver transplantation

PRBC  Packed red blood cells

USD  United States dollars

References

1. Nizery, L.; Chardot, C.; Sissaoui, S.; Capito, C.; Henrion-Caude, A.; Debray, D.; Girard, M. Biliary atresia: Clinical advances and
perspectives. Clin. Res. Hepatol. Gastroenterol. 2016, 40, 281-287. [CrossRef] [PubMed]

2. Kasai, M.; Suzuki, S. A new operation for “non-correctable” biliary atresia-portoenterostomy. Shijitsu 1959, 13, 733-739.

3. Shneider, B.L.; Magee, ].C.; Karpen, S.J.; Rand, E.B.; Narkewicz, M.R,; Bass, L.M.; Schwarz, K.; Whitington, P.F.; Bezerra, ].A.;
Kerkar, N.; et al. Total Serum Bilirubin within 3 Months of Hepatoportoenterostomy Predicts Short-Term Outcomes in Biliary
Atresia. J. Pediatr. 2016, 170, 211-217. [CrossRef] [PubMed]

4. Otte, ].B.; de Ville de Goyet, ].; Reding, R.; Hausleithner, V.; Sokal, E.; Chardot, C.; Debande, B. Sequential treatment of biliary
atresia with Kasai portoenterostomy and liver transplantation: A review. Hepatology 1994, 20, 415-48S. [PubMed]

5. Davenport, M.; De Ville de Goyet, J.; Stringer, M.D.; Mieli-Vergani, G.; Kelly, D.A.; McClean, P; Spitz, L. Seamless management of
biliary atresia in England and Wales (1999-2002). Lancet 2004, 363, 1354-1357. [CrossRef]

6. Superina, R.; Magee, ]J.C.; Brandt, M.L.; Healey, PJ.; Tiao, G.; Ryckman, E; Karrer, EM.; Iyer, K.; Fecteau, A.; West, K.; et al.
The anatomic pattern of biliary atresia identified at time of Kasai hepatoportoenterostomy and early postoperative clearance of
jaundice are significant predictors of transplant-free survival. Ann. Surg. 2011, 254, 577-585. [CrossRef]

7.  Superina, R. Biliary atresia and liver transplantation: Results and thoughts for primary liver transplantation in select patients.
Pediatr. Surg. Int. 2017, 33, 1297-1304. [CrossRef]

8. Wang, P; Xun, P,; He, K.; Cai, W. Comparison of liver transplantation outcomes in biliary atresia patients with and without prior
portoenterostomy: A meta-analysis. Dig. Liver Dis. 2016, 48, 347-352. [CrossRef]

9.  Chardot, C.; Buet, C,; Serinet, M.O.; Golmard, J.L.; Lachaux, A.; Roquelaure, B.; Gottrand, F,; Broue, P.; Dabadie, A.; Gauthier, E;

et al. Improving outcomes of biliary atresia: French national series 1986-2009. |. Hepatol. 2013, 58, 1209-1217. [CrossRef]


http://doi.org/10.1016/j.clinre.2015.11.010
http://www.ncbi.nlm.nih.gov/pubmed/26775892
http://doi.org/10.1016/j.jpeds.2015.11.058
http://www.ncbi.nlm.nih.gov/pubmed/26725209
http://www.ncbi.nlm.nih.gov/pubmed/8005579
http://doi.org/10.1016/S0140-6736(04)16045-5
http://doi.org/10.1097/SLA.0b013e3182300950
http://doi.org/10.1007/s00383-017-4174-4
http://doi.org/10.1016/j.dld.2015.11.021
http://doi.org/10.1016/j.jhep.2013.01.040

J. Clin. Med. 2022, 11, 3012 13 0f 13

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

LeeVan, E.; Matsuoka, L.; Cao, S.; Groshen, S.; Alexopoulos, S. Biliary-Enteric Drainage vs Primary Liver Transplant as Initial
Treatment for Children with Biliary Atresia. JAMA Surg. 2019, 154, 26-32. [CrossRef]

Neto, J.S.; Feier, EH.; Bierrenbach, A.L.; Toscano, C.M.; Fonseca, E.A.; Pugliese, R.; Candido, H.L.; Benavides, M.R.; Porta, G.;
Chapchap, P. Impact of Kasai portoenterostomy on liver transplantation outcomes: A retrospective cohort study of 347 children
with biliary atresia. Liver Transplant. 2015, 21, 922-927. [CrossRef] [PubMed]

Sandler, A.D.; Azarow, K.S.; Superina, R.A. The impact of a previous Kasai procedure on liver transplantation for biliary atresia. J.
Pediatr. Surg. 1997, 32, 416-419. [CrossRef]

Davenport, M.; Ong, E.; Sharif, K.; Alizai, N.; McClean, P.; Hadzic, N.; Kelly, D.A. Biliary atresia in England and Wales: Results of
centralization and new benchmark. J. Pediatr. Surg. 2011, 46, 1689-1694. [CrossRef] [PubMed]

de Vries, W.; de Langen, Z.].; Groen, H.; Scheenstra, R.; Peeters, PM.; Hulscher, J.B.; Verkade, H.J.; Netherlands Study Group of
Biliary Atresia and Registry. Biliary atresia in the Netherlands: Outcome of patients diagnosed between 1987 and 2008. ]. Pediatr.
2012, 160, 638-644.e632. [CrossRef] [PubMed]

Schreiber, R.A.; Barker, C.C.; Roberts, E.A.; Martin, S.R.; Canadian Pediatric Hepatology Research Group. Biliary atresia in
Canada: The effect of centre caseload experience on outcome. |. Pediatr. Gastroenterol. Nutr. 2010, 51, 61-65. [CrossRef] [PubMed]
Wildhaber, B.E.; Majno, P.; Mayr, J.; Zachariou, Z.; Hohlfeld, J.; Schwoebel, M.; Kistler, W.; Meuli, M.; Le Coultre, C.; Mentha, G.;
et al. Biliary atresia: Swiss national study, 1994-2004. ]. Pediatr. Gastroenterol. Nutr. 2008, 46, 299-307. [CrossRef]

Leonhardyt, J.; Kuebler, ].E; Leute, PJ.; Turowski, C.; Becker, T.; Pfister, E.D.; Ure, B.; Petersen, C. Biliary atresia: Lessons learned
from the voluntary German registry. Eur. ]. Pediatr. Surg. 2011, 21, 82-87. [CrossRef]

Alexopoulos, S.P.; Merrill, M.; Kin, C.; Matsuoka, L.; Dorey, E.; Concepcion, W.; Esquivel, C.; Bonham, A. The impact of hepatic
portoenterostomy on liver transplantation for the treatment of biliary atresia: Early failure adversely affects outcome. Pediatr.
Transplant. 2012, 16, 373-378. [CrossRef]

Nio, M.; Ohi, R.; Miyano, T.; Saeki, M.; Shiraki, K.; Tanaka, K.; Japanese Biliary Atresia Registry. Five- and 10-year survival rates
after surgery for biliary atresia: A report from the Japanese Biliary Atresia Registry. |. Pediatr. Surg. 2003, 38, 997-1000. [CrossRef]
Uto, K.; Inomata, Y.; Sakamoto, S.; Hibi, T.; Sasaki, H.; Nio, M. A multicenter study of primary liver transplantation for biliary
atresia in Japan. Pediatr. Surg. Int. 2019, 35, 1223-1229. [CrossRef]

Millis, ].M.; Brems, ].J.; Hiatt, ].R.; Klein, A.S.; Ashizawa, T.; Ramming, K.P.; Quinones-Baldrich, W.].; Busuttil, R.W. Orthotopic
liver transplantation for biliary atresia. Evolution of management. Arch. Surg. 1988, 123, 1237-1239. [CrossRef] [PubMed]
Wood, R.P; Langnas, A.N.; Stratta, R.].; Pillen, T.].; Williams, L.; Lindsay, S.; Meiergerd, D.; Shaw, B.W., Jr. Optimal therapy for
patients with biliary atresia: Portoenterostomy (“Kasai” procedures) versus primary transplantation. J. Pediatr. Surg. 1990, 25,
153-160. [CrossRef]

Chang, C.H.; Bryce, C.L.; Shneider, B.L.; Yabes, ].G.; Ren, Y.; Zenarosa, G.L.; Tomko, H.; Donnell, D.M.; Squires, R.H.; Roberts, M.S.
Accuracy of the Pediatric End-stage Liver Disease Score in Estimating Pretransplant Mortality among Pediatric Liver Transplant
Candidates. JAMA Pediatr. 2018, 172, 1070-1077. [CrossRef] [PubMed]

Taylor, S.A.; Venkat, V.; Arnon, R.; Gopalareddy, V.V.; Rosenthal, P.; Erinjeri, J.; Anand, R.; Daniel, J.E.; Society of Pediatric Liver
Transplantation. Improved Outcomes for Liver Transplantation in Patients with Biliary Atresia Since Pediatric End-Stage Liver
Disease Implementation: Analysis of the Society of Pediatric Liver Transplantation Registry. . Pediatr. 2020, 219, 89-97. [CrossRef]
Cowles, R.A.; Lobritto, S.J.; Ventura, K.A.; Harren, P.A.; Gelbard, R.; Emond, J.C.; Altman, R.P; Jan, D.M. Timing of liver
transplantation in biliary atresia-results in 71 children managed by a multidisciplinary team. J. Pediatr. Surg. 2008, 43, 1605-1609.
[CrossRef]

Tiao, M.M.; Yang, C.Y,; Tsai, S.S.; Chen, C.L.; Kuo, H.W. Liver transplantation for biliary atresia in Taiwan: A national study.
Transplant. Proc. 2008, 40, 3569-3570. [CrossRef]

Kim, H.B.; Elisofon, S.A. Biliary Atresia: Biliary-Enteric Drainage or Primary Liver Transplant? Hepatology 2020, 71, 751-752.
[CrossRef]

Azarow, K.S.; Phillips, M.].; Sandler, A.D.; Hagerstrand, I.; Superina, R.A. Biliary atresia: Should all patients undergo a
portoenterostomy? |. Pediatr. Surg. 1997, 32, 168-172, discussion 172-164. [CrossRef]

Kwong, A]; Kim, WR,; Lake, ].R.; Smith, ].M.; Schladt, D.P,; Skeans, M.A.; Noreen, S.M.; Foutz, ].; Booker, S.E.; Cafarella, M.;
et al. OPTN/SRTR 2019 Annual Data Report: Liver. Am. ]. Transplant. 2021, 21 (Suppl. 2), 208-315. [CrossRef]

Battula, N.R.; Platto, M.; Anbarasan, R.; Perera, M.T.; Ong, E.; Roll, G.R.; Ferraz Neto, B.H.; Mergental, H.; Isaac, J.; Muiesan, P.;
et al. Intention to Split Policy: A Successful Strategy in a Combined Pediatric and Adult Liver Transplant Center. Ann. Surg. 2017,
265, 1009-1015. [CrossRef]

Ebel, N.H.; Hsu, E.K,; Dick, A.A.S.; Shaffer, M.L.; Carlin, K.; Horslen, S.P. Decreased Incidence of Hepatic Artery Thrombosis in
Pediatric Liver Transplantation Using Technical Variant Grafts: Report of the Society of Pediatric Liver Transplantation Experience.
J. Pediatr. 2020, 226, 195-201. [CrossRef] [PubMed]

Egawa, H.; Oike, F; Buhler, L.; Shapiro, A.M.; Minamiguchi, S.; Haga, H.; Uryuhara, K,; Kiuchi, T.; Kaihara, S.; Tanaka, K. Impact
of recipient age on outcome of ABO-incompatible living-donor liver transplantation. Transplantation 2004, 77, 403—411. [CrossRef]
[PubMed]


http://doi.org/10.1001/jamasurg.2018.3180
http://doi.org/10.1002/lt.24132
http://www.ncbi.nlm.nih.gov/pubmed/25832004
http://doi.org/10.1016/S0022-3468(97)90594-7
http://doi.org/10.1016/j.jpedsurg.2011.04.013
http://www.ncbi.nlm.nih.gov/pubmed/21929975
http://doi.org/10.1016/j.jpeds.2011.09.061
http://www.ncbi.nlm.nih.gov/pubmed/22082947
http://doi.org/10.1097/MPG.0b013e3181d67e5e
http://www.ncbi.nlm.nih.gov/pubmed/20543720
http://doi.org/10.1097/MPG.0b013e3181633562
http://doi.org/10.1055/s-0030-1268476
http://doi.org/10.1111/j.1399-3046.2012.01677.x
http://doi.org/10.1016/S0022-3468(03)00178-7
http://doi.org/10.1007/s00383-019-04553-7
http://doi.org/10.1001/archsurg.1988.01400340063011
http://www.ncbi.nlm.nih.gov/pubmed/3052364
http://doi.org/10.1016/S0022-3468(05)80183-6
http://doi.org/10.1001/jamapediatrics.2018.2541
http://www.ncbi.nlm.nih.gov/pubmed/30242345
http://doi.org/10.1016/j.jpeds.2019.12.023
http://doi.org/10.1016/j.jpedsurg.2008.04.012
http://doi.org/10.1016/j.transproceed.2008.07.136
http://doi.org/10.1002/hep.30935
http://doi.org/10.1016/S0022-3468(97)90173-1
http://doi.org/10.1111/ajt.16494
http://doi.org/10.1097/SLA.0000000000001816
http://doi.org/10.1016/j.jpeds.2020.06.053
http://www.ncbi.nlm.nih.gov/pubmed/32585237
http://doi.org/10.1097/01.TP.0000110295.88926.5C
http://www.ncbi.nlm.nih.gov/pubmed/14966415

	Introduction 
	Material and Methods 
	Patient Selection, Definitions and Data Collection 
	Outcomes 
	Statistical Analysis 

	Results 
	Pre-Transplant Data: Comparison of Patients Transplanted after pLT or KPE 
	Transplant and Survival Data: Comparison between pLT and KPE Groups 
	Does the Era Make A Difference? Pre-Transplant Comparison of Patients Transplanted after KPE or pLT Based on Early versus Modern Era 
	Transplant and Post-Transplant Survival Data: Comparison of Patients Transplanted after KPE or pLT Based on Era 
	Comparison of Patients Transplanted after KPE Based on Era 
	Results of pLT: Comparison of Patients Who Received a pLT Based on Era 

	Discussion 
	References

