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Abstract

The prevailing coronavirus disease 2019 pandemic has challenged our lives in an
unprecedented manner. The pandemic has had a significant impact on
transplantation worldwide. The logistics of travel restrictions, stretching of
available resources, unclear risk of infection in immunosuppressed transplant
recipients, and evolving guidelines on testing and transplantation are some of the
factors that have unfavourably influenced transplant activity. We must begin to
build organisational flexibility in order to restart transplantation so that we can be
mindful stewards of organ donation and sincere advocates for our patients.
Building a culture of honesty and transparency (with patients, families,
colleagues, societies, and authorities), keeping the channels of communication
open, working in collaboration with others (at local, regional, national, and
international levels), and not restarting without rethinking and appraising all
elements of our practice, are the main underlying principles to increase the
flexibility.

Key Words: Organisational flexibility; Clinical decision making; COVID-19; Organ
donation; Care delivery; Transplantation
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Core Tip: We have described our views and the underlying principles regarding building a
flexible organisation to optimize the ability to efficiently handle a pandemic. As we are
significantly advanced through the pandemic, the desire to go back to routine is gaining
momentum, and as most of the programs around the globe are planning to safely restart or
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expand their activity, it is crucial for any organisation to be flexible in order to maintain
sustainability.
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INTRODUCTION

An estimate of more than six million people worldwide has been affected by end-stage
organ failurel'l. Scarcity of suitable donor organs for transplantation is already one of
the foremost challenges faced by transplant community, and the current pandemic has
worsened this even more for various reasons. It has been reported that transplant
patients acquiring coronavirus disease 2019 (COVID-19) have increased mortality,
with more atypical presentations and longer duration of virus shedding®’. Loupy
et al! has reported a strong association between rising coronavirus infections and a
marked reduction in the overall number of solid-organ transplantation, even in
geographic regions with low infection prevalence. All of these could be devastating for
patients awaiting organ transplantation. We should not be withholding life-saving
transplant procedures out of fear that our patients might get an infection, instead, we
just need to figure out how best to do it safely. Rapid adaptation by the transplant
professionals to the evolving circumstances is the need of the hour for getting back on
track. This article focusses on the challenges and the potential answers to reinvigorate
a flexible transplant organisation during the crisis.

WHO WILL BE TRANSPLANTED?

Re-visiting the transplant waiting lists would be the foremost step while making this
challenging decision. Due importance should be given to the following considerations:
(1) Immunosuppressing a patient in the middle of a pandemic-does it serve in the best
interests of the patient? (2) The risk benefit assessment of proceeding to transplant vs
waiting in the list; (3) Conservation of healthcare resources; (4) The current status of
the patient and their eligibility for transplantation; (5) Patient’s wish for and against
transplantation considering the pandemic; and (6) Ominous possibility for donor
derived transmission. In addition to the above, the need for caregivers should also be
considered. There is a complicated dynamic regarding the importance of caregivers
accompanying patients to pre and post-transplant visits and during the post-
transplant hospitalization and avoiding unnecessary persons into medical facilities.
Transplantation of organs that are not immediately life-saving such as the kidney, the
pancreas, and the small bowel must be decided on an individual case basis
considering the loco-regional prevalence of COVID-19 and whether to introduce
immunosuppression in patients and sending them into the community amidst the
pandemic. The risk of infection can possibly be mitigated to some extent with the use
of low intensity immunosuppression protocol (especially for recipients with a low
immunological risk) such as an interleukin-2 receptor antagonist for induction rather
than depleting antibodies. Written information pertaining to issues related to COVID-
19 pre- and post-transplant should be available to all potential transplant candidates to
help them in the decision-making process and to provide an informed consent. It is
also vital to acknowledge to the patients about the continuously evolving nature of
evidence. Patients must be informed if they are suspended or re-activated on the list.
Psychologist consultation prior to the operation could relieve the panic and anxiety
regarding COVID-19 for the recipients, as proposed by Wang et all”..
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PREFERRED MODALITY-DECEASED DONATION VERSUS LIVING
DONATION

Deceased donor transplantation takes place in an acute setting and is more resource
dependent. In order to follow safe transplant practices, screening of the donor and
their contacts, the recipient, family members and contacts of the recipient, and
healthcare professionals could be more laborious and difficult to do in a timely
manner. Organ retrieval or transplantation from COVID-19 positive donors must be
avoided at all cost. Team travel for retrieval must be avoided, and local organ recovery
teams must retrieve in every possible scenario.

On the other hand, living donor transplantation is often carried out in a planned
and elective setting, thus allowing sufficient time to prepare and also has the
advantage of shorter hospital stay. Moreover, screening could be much more
contained and can be done in a timely way. Donor safety is the utmost priority in
living donation. As COVID-19 can be transmitted from healthcare professionals to
donors and due to the unknown variables during the evolving circumstances,
unfavourable donor outcomes could potentially have a detrimental effect.

In the context of consenting, in addition to the routine risks/complications, the
following COVID-19 related issues should be discussed: (1) Risk of donor derived
transmission; (2) Risk of nosocomial transmission; (3) Chances of not proceeding to
transplantation including logistical issues; and (4) The rationale for social distancing
and self-isolation pre- and post-transplant!l.

The important issue to consider is COVID-19 screening of donors (deceased/ living)
and recipients before transplantation. Various transplant societies have published their
guidance for screening’'".. While screening and testing strategy varies between
jurisdictions, some of the common themes are: (1) Deceased donors should be screened
by clinical history and epidemiology in addition to nucleic acid testing (NAT) of the
respiratory samples; (2) If testing or test results are not available prior to retrieval,
clinical and epidemiological information should be used to screen the donor; (3) Living
donors should be tested by NAT of nasal/oropharyngeal specimen and chest X-ray
close to the donation (ideally not less than 3 d before donation); (4) Recipients should
be tested by NAT before transplantation (while a negative result should not be an
absolute pre-requisite for proceeding with transplantation, the decision to wait for the
results or not depends upon the turnaround time for results, urgency of
transplantation, cold ischemia time, and local policy); and (5) A computed
tomography scan of the chest alone or in conjunction with polymerase chain reaction is
not appropriate for screening. It is equally important to acknowledge that none of the
tests are 100% sensitive or specific, and false positive or false negative results are
common.

Boyarsky et al'! has reported the results of a national survey conducted in the
United States linked to COVID-19 and transplantation. In this survey, complete
suspension of living donor kidney and liver transplantation were reported by 71.8%
and 67.7%, respectively, whereas a majority of the deceased donor programs
continued to function with some restrictions, especially in regions with higher
incidence of COVID-19. This is in contradiction to most of the centres in the United
Kingdom, including our own, whereby a majority of the transplant programs
(particularly kidney only or kidney-pancreas units) had to suspend temporarily both
the deceased and living donor transplantation, whilst other units had to restrict their
donor and/or recipient acceptance criteria. The underlying reasons were the
following: To release/create more intensive care beds, to liberate the work force to
support intensive care unit, and more importantly, because of increased mortality due
to COVID-19 in immunosuppressed individuals.

WHERE TO TRANSPLANT?

The prevailing COVID-19 pandemic has largely depleted the healthcare systems of
their capacity to continue transplantation with the transplant team members being
redeployed into the care of virus infected patients. Individual programs must assess
the local prevalence of infection and the availability of resources for the foreseeable
future before expanding/restarting transplantation. Resource consideration should
include the availability of the following: Critical care beds, ventilators, blood and
blood products, operating theatres, anaesthetic cover with appropriate staffing, organ
support services like dialysis machines and their consumables, testing facility,
personal protective equipment, and availability of appropriate multidisciplinary team.
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Social distancing measures and COVID-free areas in the hospital should be
commonplace. Transplant recipients and living donors should be separated from
suspected or confirmed COVID-19 infected patients during the in-hospital stay and
outpatient visits. Wherever possible, they should be cared for in single rooms or in
COVID-19 free wards.

Due to varying extent of resource constraints in different centres, consolidation and
sharing of resources would be vital to resume transplant programs. By doing so,
transplant centres can consider using “clean sites” or alternative hospital
establishments to their original base site in order to carry on their services. As part of
the planning measures, the alternative premise should obtain the necessary license to
provide transplant services. They should also consider adopting a standard policy or
obtaining accreditation for sterilisation and standardisation of equipment. In addition
to that, organ perfusion fluids must be stored appropriately, staff who are less familiar
with transplantation should have the relevant training and briefing, tissue typing
should be done only in accredited laboratories, and the relevant transplant authorities
should be kept in the loop in order to co-ordinate the efforts!"”.

As a result of the co-ordinated efforts of various networks, we have restarted the
living donor kidney transplant program in an independent sector premise and the
deceased donor kidney transplant program at our base hospital in a phased manner
with several restrictions to donor/recipient selection (immunologically and surgically
low risk patients without needing intensive care unit admission post-transplant) along
with changes to the immunosuppression protocol (basiliximab for induction rather
than alemtuzumab, tacrolimus and mycofenolate mofetil maintenance rather than
tacrolimus monotherapy). Pertaining to the live donor program, the donor, the
recipient, and their households were isolating for 14 d prior to transplantation, and
were tested at 2 wk, 3 d, and 24 h before transplantation. The medical staff were either
working in COVID-19 free sites or working remotely for 14 d prior to transplantation
with weekly testing.

WORKFORCE PLANNING

Workforce planning is equally important. Non-transplant professionals could be called
in to help. Transplant teams should work with the understanding that they can be
asked to come in for work at any time to provide every possible assistance. At the
same instance, team members must think about measures for taking care of themselves
and ensure they stay healthy to take care of the patients. The risk associated with
exposure due to travelling for organ retrieval to high risk areas can be avoided by
appropriate use of personal protection measures, and if necessary completely avoiding
the high-risk situation. There should be a backup team readily available if in case a
staff member falls ill or is isolating. A frequently ignored issue is the mental well-being
of the team members. Anxiety and distress owing to virus exposure concerns and grim
outcomes in recipients may all can contribute. This can be addressed by working
closely with the relevant occupational health support services.

FOLLOW UP

Switching over to virtual clinics and remote blood testing facilities is certainly helpful
in minimising patient contact and turn over. This is the real arena for technology to
produce miracles. Outpatient clinics can be modified such that only urgent visits or
patients requiring re-admission need to be seen. Prior to the clinic visit, staff may
virtually screen the patients over telephone for symptoms suspicious or compatible
with COVID-19. Segregating transplant recipients from suspected or confirmed
COVID-19 patients in outpatient clinic is of paramount importance. Clinicians can
advise patients to refer to government health websites or transplant-specific websites
for guidance and general queries regarding coronavirus.

DEVELOPMENT OF CLINICAL PATHWAYS

All clinical pathways need to be re-written from scratch with emphasis on the
following: (1) Doing what is absolutely necessary rather than doing what we are used
to or like to do; (2) Logistics should be less complicated and services should adopt a
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minimalistic approach; (3) Keeping patients away from the hospital as much as we
can; (4) Regular appraisal of performance and outcomes of transplantation; and (5)
Defining triggers to pause the program or halt the expansion, if need be. Guidance
from professional societies would aid transplant programs in developing their
customised clinical pathway. National organ allocation network could identify centres
with low loco-regional prevalence of COVID-19 that can resume transplant activities
much faster in order to maximise organ utilisation"”. Organisations, commissioners,
and networks working on developing the clinical pathways should keep in mind that
there will be ongoing long-term effects from this pandemic like lengthy waiting lists,
resultant increased mortality in the waiting list, and adverse pre-transplant conditions.
Therefore, it is of utmost importance to pick the correct momentum to restore
completely transplant programs!"l. In these exceptional times it is very important that
we team up together to share knowledge and experience to benefit our patients!".

RESEARCH

Even in times of major crisis, research is absolutely necessary, and researchers should
continue their work especially in areas such as outcomes in transplant recipients and
approach to optimal immunosuppression. A trial of vaccine in transplant patients is
definitely warranted and whether a pre-transplant patient should be in early vaccine
trials is more controversial, if a vaccine becomes available. As lower intensity
immunosuppression protocols are becoming more common, it would be interesting to
know if the benefits outweigh the risk of rejection. Research teams should work on
virtual meetings with testing or drug dispensing in dedicated areas for research
patients in order to avoid contact with unwell patients. Most importantly, research
should be patient or disease focused and not carrier-oriented.

CONCLUSION

Bolstering flexibility of transplant programs and rapid adaptation are crucial for
successfully navigating through any pandemic. These unprecedented situations are
the time for togetherness and not appropriate for politics or blame games. Phased
restarting or expansion of transplant programs should be done where emergency and
life-saving transplants could proceed earlier, with more elective and quality of life
improving transplants phased in later. Consolidation and sharing of resources and
safe donation and transplant practices are the efficient ways to get the ball rolling
again. These are crucial steps to get us through the current pandemic and similar
future challenges.
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Abstract

Combined liver-kidney transplantation (CLKT) is a rarely performed complex
surgical procedure in children and involves transplantation of kidney and either
whole or part of liver donated by the same individual (usually a cadaver) to the
same recipient during a single surgical procedure. Most common indications for
CLKT in children are autosomal recessive polycystic kidney disease and primary
hyperoxaluria type 1. Atypical haemolytic uremic syndrome, methylmalonic
academia, and conditions where liver and renal failure co-exists may be
indications for CLKT. CLKT is often preferred over sequential liver-kidney
transplantation due to immunoprotective effects of transplanted liver on renal
allograft; however, liver survival has no significant impact. Since CLKT is a major
surgical procedure which involves multiple and complex anastomosis surgeries,
acute complications are not uncommon. Bleeding, thrombosis, haemodynamic
instability, infections, acute cellular rejections, renal and liver dysfunction are
acute complications. The long-term outlook is promising with over 80% 5-year
survival rates among those children who survive the initial six-month
postoperative period.

Key Words: Combined liver-kidney transplantation; Immunoprotection; Long-term
outcomes; Renal allograft survival; Acute cellular rejection; Autosomal recessive
polycystic kidney disease
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Core Tip: Combined liver-kidney transplantation (CLKT) is a complex surgical procedure
which is increasingly performed for a number of indications, especially primary
hyperoxaluria type 1 and autosomal recessive polycystic kidney disease. In CLKT, the
early mortality is mostly related to infections and surgical complications of the liver graft.
On the other hand, chronic complications with liver graft are fairly rare, and the liver
protects the kidney allograft from rejection, which results in stable function and long term
survival of the renal allograft. Long-term outcomes are promising in children who had
CLKT with good overall long-term survival rates when performed in experienced centers
with expertise.

Citation: Ranawaka R, Dayasiri K, Gamage M. Combined liver and kidney transplantation in
children and long-term outcome. World J Transplant 2020; 10(10): 283-290

URL: https://www.wjgnet.com/2220-3230/full/v10/i10/283.htm
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INTRODUCTION

The first successful combined liver-kidney transplantation (CLKT) in an adult was
reported in 1984. After that it has become more common in adults but remains a
relatively infrequent procedure in children. Between 1988 and 2007, there were 2829
CLKT procedures performed in the United States of which only 166 were carried out
in children. Combined liver-kidney transplantation is a challenging form of surgery
in the paediatric age group! with only about thirty surgical procedures being
performed worldwide over a given year”. CLKT is a procedure in which a liver
(whole or in part) and kidney allografts, from the same deceased or living donor, are
transplanted during a single surgical procedure. Sequential liver-kidney
transplantation is isolated transplantation of the liver (or kidney) followed by the
transplantation of the kidney (or liver) after a certain time interval.

Limited numbers of this surgical procedure are due to rarity of clear indications for
surgery, long waiting times for the surgery and shortage of suitable donors!. With the
advancement of medical practices and innovative surgery, it is crucial that clinicians
are insightful about when would CLKT be the right choice for a child, as compared to
alternative therapeutic and surgical interventions. In the paediatric age group, CLKT
can be considered for: (1) Children with profound and irreversible liver and kidney
disease e.g. autosomal recessive polycystic kidney disease; (2) Children with metabolic
liver diseases causing end-stage renal disease e.g. primary hyperoxaluria and atypical
haemolytic uremic syndrome. A minority of children undergo CLKT following
combined liver and renal failure. CLKT has been shown to be associated with
immunoprotection of the kidney allograft and reduced rejection rates as compared
with sequential kidney and liver transplantation’ or kidney transplantation alone*”..
However, the experience of this observation is limited in paediatric studies due to a
lack of comparative paediatric studies!®l.

This review focuses on clinical indications, procedures, and acute, short and long
term outcomes of combined liver-kidney transplantation in the paediatric age group.
The review also discusses the evidence that supports the immunoprotective effects of
CLKT on renal graft survival.

Indications

Autosomal recessive polycystic kidney disease: Autosomal recessive polycystic
kidney disease (ARPKD) is a rare renal cystic disease in children with an incidence of
1:20000". It is also known as fibro-polycystic liver and kidney disease and the most
common renal cystic/ciliopathy disease in children. In ARPKD there is a mutation in
PKDHD1, a gene located on chromosome 6p12!"l. The defective gene encodes for
fibrocystin and leads to the defective tubular formation in renal tubules and hepatic
bile ducts, leading to the early development of cysts!'"’. Most severe variants are
associated with pulmonary hypoplasia and high neonatal mortality. Approximately
50% of children develop the end-stage renal disease (ESRD) during the first decade of
lifel""l. Hepatic fibrosis is also seen early in life leading to recurrent cholangitis and
manifestations of chronic liver disease which includes portal hypertension,
splenomegaly and variceal haemorrhage®. However, chronic liver failure has a
variable age of onset as opposed to early-onset ESRD, making management of these

WIT | https://www.wjgnet.com 284 October 18,2020 | Volume10 | Issue10 |


https://www.wjgnet.com/2220-3230/full/v10/i10/283.htm
https://dx.doi.org/10.5500/wjt.v10.i10.283

Jaishideng®

Ranawaka R et al. Combined liver and kidney transplantation in children

children quite a challenge. These children undergo early nephrectomy and renal
transplantation followed by sequential liver transplantation”! or combined liver-
kidney transplantation.

Primary hyperoxaluria type 1: Primary hyperoxaluria type 1 (PH-1) is a rare disorder
of oxalate metabolism which has an incidence of 1:120000M"". It is an autosomal
recessive disease and the most common indication for CLKT in children. Primary
hyperoxaluria is characterized by elevated plasma and urinary oxalate levels due to
the defective liver-specific perixisomal enzyme alanine/glyoxylate
aminotransferasel'’l. Increased accumulation of glyoxalate leads to increased oxalate
and formation and deposition of insoluble calcium salts in the kidney!.. Children with
PH-1 develop early-onset nephrocalcinosis, nephrolithiasis and ESRD!". With the
development of ESRD and impaired excretion, oxalate is deposited in other tissues
such as the retina, blood vessels, nerves and heart!"l. PH-1 often has a variable age of
onset for ESRD and oxaluria is responsive to pyridoxine in some children. Therefore, it
is important that pyridoxine responsiveness is evaluated and DNA analysis is
performed to confirm the diagnosis in all children before planning CLKT!".

The definitive treatment is CKLT to prevent early recurrence of nephrocalcinosis in
the transplanted kidney". However, in developing countries, isolated kidney
transplantation is considered initially unless a child is referred to a centre performing
CLKT™. Hyperhydration is recommended in the immediate post-operative period to
prevent the surge of plasma oxalate due to mobilization of oxalate from other tissues
and subsequent damage to the transplanted kidney!“l. Hyperhydration should be
supplemented by post-operative haemodialysis and use of crystallization inhibitors (
e.g. citrate) for the same reason!"’.

Atypical hemolytic uremic syndrome: Atypical hemolytic uremic syndrome (aHUS) is
a rare disorder of the alternative complement pathway involving impaired synthesis
or function of factor H, a complement control protein. This leads to a triad of
microangiopathic haemolytic anaemia, thrombocytopenia and renal dysfunction™!.
For aHUS CLKT was previously the treatment of choice as it corrected both the renal
failure and the underlying problem with factor H which is produced by the liver.
However, this procedure is no longer recommended as the first choice of definitive
treatment due to promising effects of Eculizumab (anti-C5 monoclonal antibody) as a
medical treatment and significant incidence of long term postoperative complications
of CLKT. Eculizumab has been shown to inhibit complement activation in an
alternative pathway that leads to microangiopathy®, thereby avoiding the need for
liver transplantation. However, there are certain genetic variants such as DGKE
(diacylglycerol kinase-epsilon) mutations for which Eculizumab is not effective”. AN
international consensus statement recommends either liver transplant or CLKT as the
only treatment of cure for severe aHUS or defective complement factors synthesized in
the liver (CFH-Complement factor H, CFB-Complement factor B, C3-Complement 3)
although Eculizumab is also given to reduce post-transplant recurrence in those who
only had renal transplantation™!. Use of Eculizumab is limited by lack of availability
and very high cost.

Methylmalonic acidemia: Methylmalonic academia is a rare inherited autosomal
recessive metabolic disorder mainly due to defective vitamin-B12-dependent enzyme,
methylmalonyl-CoA mutase leading to increased formation of methylmalonic acid.
Children with methylmalonic academia are at high risk of multi-organ complications
including heart, kidney, eyes and nervous system”l. These children can also present
with acute metabolic crises with profound metabolic acidosis and seizuresl.
Methylmalonic academia leads to renal tubular interstitial injury and up to 60% of
children develop ESRD during adolescencel!. Since methylmalonyl-CoA mutase
activity is present in both liver and kidney, transplantation of one organ will lead to
only partial recovery with a risk of recurrence”. CLKT has been shown to improve
methylmalonic academia, renal dysfunction? and overall quality of lifel*.

However, even after the CLKT, some systemic disease manifestations (such as
neurologic or muscle impairment) may persist despite normal liver and kidney graft
function due to abnormal methylmalonic acid metabolism in other tissues, including
the muscles and skin”l. Therefore, it is crucial to provide lifelong specific high-calorie
diet low in propiogenic amino acid precursors despite organ transplantation, due to
on-going production of methylmalonic acid from skeletal muscles!*’l.

Combined liver and kidney failure: Combined liver and kidney failure occurs in
certain metabolic diseases such as alpha-1 antitrypsin deficiency, glycogen storage
disease type 1A, Boichis syndrome (nephronophthisis with congenital hepatic

WIT | https://www.wjgnet.com 285 October 18,2020 | Volume10 | Issue10 |



Ranawaka R et al. Combined liver and kidney transplantation in children

Jaishideng®

fibrosis), and medical conditions such as hepatorenal syndrome and liver tumour with
nephrotoxicity. CLKT had been variably successful in children with these
conditions'”.

Hepatorenal syndrome (HRS) is one of the main complications of end-stage liver
disease with high morbidity and mortality. It results from hypoperfusion of kidneys
due to combined effects of intrarenal arteriolar vasoconstriction and peripheral
vasodilatation, mainly in the splanchnic circulation. There are two types of HRS, type
1 (with the worst prognosis) is rapidly progressive with renal failure while type 2 has
slowly developing renal dysfunction in patients with liver cirrhosis.

In most instances, HRS resolves with liver transplantation alone thus HRS is not
being considered routinely for CLKT"™. However, as prolonged HRS can progress to
irreversible renal damage some patients with both the end-stage liver and kidney
failure may be candidates for CLKTF!I.

Procedure

In CLKT, both kidney and either whole or part of the liver from a donor (usually
cadaveric) is transplanted to the same recipient during a single surgical procedure.
Sequential liver-kidney transplantation is performed in two stages where the recipient
initially undergoes isolated organ transplantation (either kidney or liver) followed by
the other organ (liver or kidney) from two different cadaveric donors or a single living
donor. It is of the paramount importance to keep the cold ischemic time shorter to
avoid delayed graft function.

Whole cadaveric liver transplantation would help to reduce the post-transplant
complications (e.g. bleeding, bile leak) by avoiding prolonged cold ischemic time for
both liver and kidney, compared to partial liver graft transplantation. The liver graft is
transplanted first to reduce the risk of cold ischaemia to liver and cold ischaemic time
is usually kept to less than 8-10 h for the liver and 10-12 h for the kidney. After hepatic
vascular anastomoses are performed, renal vessels are anastomosed to the common
iliac vessels to achieve early re-perfusion. Uretero-vesical and biliary anastomoses are
performed only after hepatic and renal vascular reperfusion is achieved.

Acute complications and short term outcomes

CLKT is a complex major surgical procedure and immediate post-operative
complications are frequently reported. Analysis of the Scientific Registry of Transplant
Recipients (https://www.srtr.org/) of 152 primary paediatric CLKTs performed from
October 1987 to February 2011, revealed a total of 32 deaths (21.1%) during the first 30-
mo postoperative period™. The main causes of death were: Infectious (18.7%),
cardiovascular (18.7%), respiratory (6.2%), gastro-intestinal and haemorrhage (6.2%).
However, with the advancement of surgical and medical interventions, the rate of
complications has been progressively reducing over the last decade.

Post-operative hyperoxaluria and graft dysfunction is a major problem following
CLKT for primary hyperoxaluria and ESRD and these patients should be managed
with postoperative renal replacement therapy. Many studies reported that the acute
post CLKT complications were higher in primary hyperoxaluria compared to other
causes!™.

Further complications including, post-operative bleeding, bile leaks, hepatic artery
thrombosis, and acute liver failure can lead to graft loss and even mortality. Due to
bleeding and multiple vascular anastomoses, patients are at risk of hypovolaemia and
shock or fluid overload due to multiple transfusions. Therefore, fluids and diuretics
should be used carefully. A liver graft can suffer cold ischaemia with longer
anastomosis times and the risk is higher with partial liver transplantations compared
to whole liver transplantations™.

Mortality during the initial six months following CLKT remains high. Septicaemia
and multi-organ failure are common causes of mortality while on high doses of
immunosuppressive medications™. Acute organ rejection was reported in 14% of
CLKT patients during the first postoperative year in one study"™!. The combination of
basiliximab and daclizumab reduces acute rejection in renal transplantation when
used during the induction phase of immunosuppression”.. Calinescu et al" examined
152 patients who had CLKT for short and long term outcomes. Overall, the one-year
patient survival was 86.8% and the survival of the kidney and liver grafts was 83.4%
and 81.9% respectively.

Immunoprotective effects of CLKT on renal allograft
In CLKT patients, the liver allograft confers immunoprotection of the kidney allograft.
This was first demonstrated in animal model™*\. Later clinical studies of CLKT have
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shown reductions in both acute cellular rejection and chronic rejection of kidney
allograft in those who undergo CLKT when compared to cadaveric renal
transplantation™!. The molecular basis of immunoprotection is yet to be precisely
defined but it is thought that the transplanted liver can modify the immune system of
the recipient by neutralizing circulating autoantibodies™\. Further, a liver graft
provides HLA-G antigens that inhibit natural killer cells thought to be involved in
acute rejection™”. Improved renal outcomes from such immunoprotection in part
explain the fact that CLKT has better outcomes as compared with sequential organ
transplantation in patients with combined liver and renal impairment. Liver rejection
rates were not different in those with CLKT when compared to isolated liver
transplantations!*l. Rapamycin, a calcineurin inhibitor, is the mainstay of immuno-
suppression following CKLT. Use of Rapamycin has been associated with reduced
rates of hepatic rejection in adult studies!*”.

Long term outcome

The result of CLKT is in part dependent on the aetiology of hepatic and kidney
dysfunction. The outcome is also dependent on the child’s pre-transplant clinical
condition. Diagnosis of metabolic disease and an early transplantation scenario are
good prognostic indicators while multi-organ failure leading to CLKT is a poor
prognostic indicator. The long term outcome of the transplanted liver is usually good
without evidence of chronic rejection. However, chronic allograft nephropathy of the
kidney is apparent in the long term.

Data regarding long term outcomes of CLKT are limited. Quintero Bernabeu et al*!
reported long term outcomes of 14 children who had CLKT. The majority of patients in
that cohort had either ARPKD or PH-1. One child had renal re-transplantation
following branch renal artery thrombosis of the kidney allograft after it was
complicated by severe hypertension and renal dysfunction. One patient had chronic
rejection 10 years after the transplant. Two children had BK viral infections which
were treated with cidofovir whilst one child died following adenoviral infection 8 mo
after CLKT. Several children developed progressive renal dysfunction and severe
tubulopathy indicative of allograft nephropathy and needed renal re-transplantation.

Long term outcome was dependent on the primary disorder and patients with PH-1
have slower improvement of renal functions as compared with ARPKD. Five-year
renal graft survival and overall survivals were 85.7% and 92.9% respectively. More
recently, Ranawaka et al’! reported long term renal outcomes in a cohort of 40 children
who had CLKT with the majority being diagnosed with ARPKD. The investigators
observed a statistically significant greater decline of estimated glomerular filtration
rate in isolated kidney transplant patients compared to those who had CLKT whilst
acute rejection was less in those with CLKT. The investigators observed better
outcomes in those with ARPKD compared to PH-1 and comparative to observations
made by Quintero Bernabeu et all'! Although there are several studies which reported
long term renal outcomes, only a few studies reported long term liver outcomes of
which 5-year graft survival varied from 76.5%"1-80 %3211,

In one large series, Calinescu ef al®” analyzed data using the Scientific Registry of
Transplant Recipients to determine long term outcomes of 152 pediatric CLKT. The
liver graft survival at five and ten years was 76.5%, and 72.6 % respectively, and
kidney graft survival was 76.5% and 66.8 %, respectively. Patient survival was 82.1% at
five years, and 78.9% at ten years, which was much similar to the isolated liver
transplant at five and ten years (81.2% and 77.4%). But isolated kidney transplant
showed much better results at those points (95.4% and 90% ).

The children with liver and kidney failure are shorter than their peers due to
underlying chronic conditions but show improved growth after CLKT. Growth is an
important determinant of better functional outcomes in employment, education and
marital life*. North American Paediatric Renal Trials and Collaborative Studies data
have shown that better catch-up growth is achieved when CLKT is performed at a
younger age, especially below six years”l. Human growth hormone has a place in this
group of children and a recent Cochrane update demonstrated that children who were
treated with growth hormone showed an increased height velocity of 3.88 cm/yeart*l.

Although life-saving, CLKT may not be curative in all children, and children who
had CLKT may suffer from chronic health problems throughout their life. Therefore,
the quality of life is an important aspect to assess in long term outcome of transplant
recipients. The World Health Organization defines health as a state of complete
physical, mental and social well-being and not merely the absence of disease or
infirmity. Thus, it is of the paramount importance to have a holistic approach from the
multidisciplinary transplantation team with participation of primary care physicians,
community nurse, psychologists, social workers and the school. Such an approach
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should extend to address the common attentional, behavioural and peer relationship
problems of these children to improve their overall school performance. Furthermore,
they should be guided through a proper adolescent transition programme to achieve
their ultimate goals in life as young adults.

CONCLUSION

CLKT is a complex surgical procedure which is increasingly performed for a number
of indications, especially primary hyperoxaluria type 1 and autosomal recessive
polycystic kidney disease. Given the risks of the procedure, selection of patients for
this surgery needs to be done carefully taking into consideration, the clinical
indication, the functional status of liver and kidney, the patient’s general health, and
the skills and expertise of the transplant centre. In CLKT, the early mortality is mostly
related to infections and surgical complications of the liver graft. On the other hand,
chronic complications with liver graft are fairly rare, and the liver protects the kidney
allograft from rejection, which results in stable function and long term survival of the
renal allograft.

However, liver survival rates are not different in CLKT compared to sequential liver
and kidney transplantation or isolated liver transplantation. Acute complications are
not uncommon given the complexity of the surgical procedure. However, these can be
reduced by optimal precautions and early detection and management of problems.
Long-term outcomes are promising in children who have had CLKT with good overall
long-term survival rates when performed in experienced centres with expertise.

ACKNOWLEDGEMENTS

All authors sincerely thank Dr. Dominic Kelly of the University of Oxford for
conducting English language editing of this manuscript.

REFERENCES

1 Margreiter R, Kramar R, Huber C, Steiner E, Niederwieser D, Judmaier G, Vogel W. Combined liver and
kidney transplantation. Lancet 1984; 1: 1077-1078 [PMID: 6144007 DOIL: 10.1016/s0140-6736(84)91486-7]

2 Sutherland SM, Alexander SR, Sarwal MM, Berquist WE, Concepcion W. Combined liver-kidney
transplantation in children: indications and outcome. Pediatr Transplant 2008; 12: 835-846 [PMID:

19000066 DOI: 10.1111/.1399-3046.2008.01041.x]
3 Jalanko H, Pakarinen M. Combined liver and kidney transplantation in children. Pediatr Nephrol 2014; 29:
805-14; quiz 812 [PMID: 23644898 DOI: 10.1007/s00467-013-2487-7]

4 Otte JB. History of pediatric liver transplantation. Where are we coming from? Pediatr Transplant 2002; 6:
378-387 [PMID: 12390423 DOI: 10.1034/1.1399-3046.2002.01082.x]

5 Opelz G, Margreiter R, Dohler B. Prolongation of long-term kidney graft survival by a simultaneous liver
transplant: the liver does it, and the heart does it too. Transplantation 2002; 74: 1390-1394; discussion 1370
[PMID: 12451237 DOI: 10.1097/00007890-200211270-00008]

6 Ranawaka R, Lloyd C, McKiernan PJ, Hulton SA, Sharif K, Milford DV. Combined liver and kidney
transplantation in children: analysis of renal graft outcome. Pediatr Nephrol 2016; 31: 1539-1543 [PMID:
27105881 DOI: 10.1007/s00467-016-3396-3]

7  Creput C, Durrbach A, Samuel D, Eschwege P, Amor M, Kriaa F, Kreis H, Benoit G, Bismuth H,
Charpentier B. Incidence of renal and liver rejection and patient survival rate following combined liver and
kidney transplantation. Am J Transplant 2003; 3: 348-356 [PMID: 12614293 DOI:
10.1034/j.1600-6143.2003.00050.x]

8 Millan MT, Berquist WE, So SK, Sarwal MM, Wayman KI, Cox KL, Filler G, Salvatierra O Jr, Esquivel
CO. One hundred percent patient and kidney allograft survival with simultaneous liver and kidney
transplantation in infants with primary hyperoxaluria: a single-center experience. Transplantation 2003; 76:
1458-1463 [PMID: 14657686 DOI: 10.1097/01.TP.0000084203.76110.AC]

9  Zerres K, Miicher G, Becker J, Steinkamm C, Rudnik-Schoneborn S, Heikkild P, Rapola J, Salonen R,
Germino GG, Onuchic L, Somlo S, Avner ED, Harman LA, Stockwin JM, Guay-Woodford LM. Prenatal
diagnosis of autosomal recessive polycystic kidney disease (ARPKD): molecular genetics, clinical
experience, and fetal morphology. Am J Med Genet 1998; 76: 137-144 [PMID: 9511976 DOI:
10.1002/(SICI)1096-8628(19980305)76:2<137::AID-AIMG6>3.0.CO;2-Q]

10 Ward CJ, Yuan D, Masyuk TV, Wang X, Punyashthiti R, Whelan S, Bacallao R, Torra R, LaRusso NF,
Torres VE, Harris PC. Cellular and subcellular localization of the ARPKD protein; fibrocystin is expressed
on primary cilia. Hum Mol Genet 2003; 12: 2703-2710 [PMID: 12925574 DOI: 10.1093/hmg/ddg274]

11 Brinkert F, Lehnhardt A, Montoya C, Helmke K, Schaefer H, Fischer L, Nashan B, Bergmann C, Ganschow
R, Kemper MJ. Combined liver-kidney transplantation for children with autosomal recessive polycystic
kidney disease (ARPKD): indication and outcome. Transpl Int 2013; 26: 640-650 [PMID: 23582048 DOI:

WIT | https://www.wjgnet.com 288 October 18,2020 | Volume10 | Issue10 |


http://www.ncbi.nlm.nih.gov/pubmed/6144007
https://dx.doi.org/10.1016/s0140-6736(84)91486-7
http://www.ncbi.nlm.nih.gov/pubmed/19000066
https://dx.doi.org/10.1111/j.1399-3046.2008.01041.x
http://www.ncbi.nlm.nih.gov/pubmed/23644898
https://dx.doi.org/10.1007/s00467-013-2487-7
http://www.ncbi.nlm.nih.gov/pubmed/12390423
https://dx.doi.org/10.1034/j.1399-3046.2002.01082.x
http://www.ncbi.nlm.nih.gov/pubmed/12451237
https://dx.doi.org/10.1097/00007890-200211270-00008
http://www.ncbi.nlm.nih.gov/pubmed/27105881
https://dx.doi.org/10.1007/s00467-016-3396-3
http://www.ncbi.nlm.nih.gov/pubmed/12614293
https://dx.doi.org/10.1034/j.1600-6143.2003.00050.x
http://www.ncbi.nlm.nih.gov/pubmed/14657686
https://dx.doi.org/10.1097/01.TP.0000084203.76110.AC
http://www.ncbi.nlm.nih.gov/pubmed/9511976
https://dx.doi.org/10.1002/(SICI)1096-8628(19980305)76:2<137::AID-AJMG6>3.0.CO;2-Q
http://www.ncbi.nlm.nih.gov/pubmed/12925574
https://dx.doi.org/10.1093/hmg/ddg274
http://www.ncbi.nlm.nih.gov/pubmed/23582048

Jaishideng®

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

Ranawaka R et al. Combined liver and kidney transplantation in children

10.1111/tr1.12098]

Cha D, Concepcion K, Gallo A, Concepcion W. Combined Liver Kidney Transplantation in Pediatrics:
Indications, Special Considerations, and Outcomes. Clin Surg 2017;2: 1352.

van Woerden CS, Groothoff JW, Wanders RJ, Davin JC, Wijburg FA. Primary hyperoxaluria type 1 in The
Netherlands: prevalence and outcome. Nephrol Dial Transplant 2003; 18: 273-279 [PMID: 12543880 DOI:
10.1093/ndt/18.2.273]

Ganschow R, Hoppe B. Review of combined liver and kidney transplantation in children. Pediatr
Transplant 2015; 19: 820-826 [PMID: 26354144 DOI: 10.1111/petr.12593]

Milliner DS, Harris PC, Cogal AG, Lieske JC. Primary Hyperoxaluria Type 1. [Published 2002 June 19;
Updated 2017 November 30]. In: Adam MP, Ardinger HH, Pagon RA. GeneReviewsA® [Internet]. Seattle,
WA: University of Washington, Seattle; 1993-2020. Available from:
https://www.ncbi.nlm.nih.gov/books/NBK 1283

Khan K, Schwarzenberg SJ, Sharp HL, Matas AJ, Chavers BM. Morbidity from congenital hepatic fibrosis
after renal transplantation for autosomal recessive polycystic kidney disease. Am J Transplant 2002; 2: 360-
365 [PMID: 12118859 DOL: 10.1034/j.1600-6143.2002.20412.x]

Bacchetta J, Mekahli D, Rivet C, DemA“de D, Leclerc AL. Pediatric combined liver-kidney transplantation:
a 2015 update. Curr Opin Organ Transplant 2015; 20: 543-549 [PMID: 26270957 DOI:
10.1097/MOT.0000000000000225]

Bergstralh EJ, Monico CG, Lieske JC, Herges RM, Langman CB, Hoppe B, Milliner DS; IPHR
Investigators. Transplantation outcomes in primary hyperoxaluria. 4m J Transplant 2010; 10: 2493-2501
[PMID: 20849551 DOI: 10.1111/5.1600-6143.2010.03271.x]

Harambat J, van Stralen KJ, Espinosa L, Groothoff JW, Hulton SA, Cerkauskiene R, Schaefer F, Verrina E,
Jager KJ, Cochat P; European Society for Pediatric Nephrology/European Renal Association-European
Dialysis and Transplant Association (ESPN/ERA-EDTA) Registry. Characteristics and outcomes of children
with primary oxalosis requiring renal replacement therapy. Clin J Am Soc Nephrol 2012; 7: 458-465 [PMID:
22223608 DOI: 10.2215/CIN.07430711]

Noris M, Caprioli J, Bresin E, Mossali C, Pianetti G, Gamba S, Daina E, Fenili C, Castelletti F, Sorosina A,
Piras R, Donadelli R, Maranta R, van der Meer I, Conway EM, Zipfel PF, Goodship TH, Remuzzi G.
Relative role of genetic complement abnormalities in sporadic and familial aHUS and their impact on clinical
phenotype. Clin J Am Soc Nephrol 2010; 5: 1844-1859 [PMID: 20595690 DOIL: 10.2215/CJN.02210310]
Licht C, Greenbaum LA, Muus P, Babu S, Bedrosian CL, Cohen DJ, Delmas Y, Douglas K, Furman RR,
Gaber OA, Goodship T, Herthelius M, Hourmant M, Legendre CM, Remuzzi G, Sheerin N, Trivelli A,
Loirat C. Efficacy and safety of eculizumab in atypical hemolytic uremic syndrome from 2-year extensions
of phase 2 studies. Kidney Int 2015; 87: 1061-1073 [PMID: 25651368 DOI: 10.1038/ki.2014.423]

Lemaire M, FrAOmeaux-Bacchi V, Schaefer F, Choi M, Tang WH, Le Quintrec M, Fakhouri F, Taque S,
Nobili F, Martinez F, Ji W, Overton JD, Mane SM, NA%mberg G, AltmAYller J, Thiele H, Morin D,
Deschenes G, Baudouin V, Llanas B, Collard L, Majid MA, Simkova E, NA%mberg P, Rioux-Leclerc N,
Moeckel GW, Gubler MC, Hwa J, Loirat C, Lifton RP. Recessive mutations in DGKE cause atypical
hemolytic-uremic syndrome. Nat Genet 2013; 45: 531-536 [PMID: 23542698 DOI: 10.1038/ng.2590]
Lieske JC, Monico CG, Holmes WS, Bergstralh EJ, Slezak JM, Rohlinger AL, Olson JB, Milliner DS.
International registry for primary hyperoxaluria. Am J Nephrol 2005; 25: 290-296 [PMID: 15961949 DOI:
10.1159/000086360]

Fraser JL, Venditti CP. Methylmalonic and propionic acidemias: clinical management update. Curr Opin
Pediatr 2016; 28: 682-693 [PMID: 27653704 DOI: 10.1097/MOP.0000000000000422]

Kasahara M, Horikawa R, Tagawa M, Uemoto S, Yokoyama S, Shibata Y, Kawano T, Kuroda T, Honna T,
Tanaka K, Saeki M. Current role of liver transplantation for methylmalonic acidemia: a review of the
literature. Pediatr Transplant 2006; 10: 943-947 [PMID: 17096763 DOI:
10.1111/5.1399-3046.2006.00585.x]

van't Hoff WG, Dixon M, Taylor J, Mistry P, Rolles K, Rees L, Leonard JV. Combined liver-kidney
transplantation in methylmalonic acidemia. J Pediatr 1998; 132: 1043-1044 [PMID: 9627602 DOI:
10.1016/s0022-3476(98)70407-x]

Kaplan P, Ficicioglu C, Mazur AT, Palmieri MJ, Berry GT. Liver transplantation is not curative for
methylmalonic acidopathy caused by methylmalonyl-CoA mutase deficiency. Mol Genet Metab 2006; 88:
322-326 [PMID: 16750411 DOIL: 10.1016/j.ymgme.2006.04.003]

Niemi AK, Kim IK, Krueger CE, Cowan TM, Baugh N, Farrell R, Bonham CA, Concepcion W, Esquivel
CO, Enns GM. Treatment of methylmalonic acidemia by liver or combined liver-kidney transplantation. J
Pediatr 2015; 166: 1455-61.¢1 [PMID: 25771389 DOL: 10.1016/j.jpeds.2015.01.051]

Sloan JL, Manoli I, Venditti CP. Liver or combined liver-kidney transplantation for patients with isolated
methylmalonic acidemia: who and when? J Pediatr 2015; 166: 1346-1350 [PMID: 25882873 DOI:
10.1016/j.jpeds.2015.03.026]

Wood RP, Ellis D, Starzl TE. The reversal of the hepatorenal syndrome in four pediatric patients following
successful orthotopic liver transplantation. Ann Surg 1987; 205: 415-419 [PMID: 3551858 DOI:
10.1097/00000658-198704000-00012]

Davis CL. Impact of pretransplant renal failure: when is listing for kidney-liver indicated? Liver Transpl
2005: S35-S44 [PMID: 16237696 DOL: 10.1002/L.t.20617]

Calinescu AM, Wildhaber BE, Poncet A, Toso C, McLin VA. Outcomes of combined liver-kidney
transplantation in children: analysis of the scientific registry of transplant recipients. Am J Transplant 2014;
14: 2861-2868 [PMID: 25274400 DOT: 10.1111/ajt.12935]

Herden U, Kemper M, Ganschow R, Klaassen I, Grabhorn E, Brinkert F, Nashan B, Fischer L. Surgical
aspects and outcome of combined liver and kidney transplantation in children. Transpl Int 2011; 24: 805-811
[PMID: 21615550 DOI: 10.1111/5.1432-2277.2011.01278.x]

Grenda R, KaliciA, ski P. Combined and sequential liver-kidney transplantation in children. Pediatr Nephrol
2018;33:2227-2237 [PMID: 29322327 DOIL: 10.1007/s00467-017-3880-4]

Fong TL, Bunnapradist S, Jordan SC, Selby RR, Cho YW. Analysis of the United Network for Organ

WIT | https://www.wjgnet.com 289 October 18,2020 | Volume10 | Issue10 |


https://dx.doi.org/10.1111/tri.12098
http://www.ncbi.nlm.nih.gov/pubmed/12543880
https://dx.doi.org/10.1093/ndt/18.2.273
http://www.ncbi.nlm.nih.gov/pubmed/26354144
https://dx.doi.org/10.1111/petr.12593
https://www.ncbi.nlm.nih.gov/books/NBK1283/
http://www.ncbi.nlm.nih.gov/pubmed/12118859
https://dx.doi.org/10.1034/j.1600-6143.2002.20412.x
http://www.ncbi.nlm.nih.gov/pubmed/26270957
https://dx.doi.org/10.1097/MOT.0000000000000225
http://www.ncbi.nlm.nih.gov/pubmed/20849551
https://dx.doi.org/10.1111/j.1600-6143.2010.03271.x
http://www.ncbi.nlm.nih.gov/pubmed/22223608
https://dx.doi.org/10.2215/CJN.07430711
http://www.ncbi.nlm.nih.gov/pubmed/20595690
https://dx.doi.org/10.2215/CJN.02210310
http://www.ncbi.nlm.nih.gov/pubmed/25651368
https://dx.doi.org/10.1038/ki.2014.423
http://www.ncbi.nlm.nih.gov/pubmed/23542698
https://dx.doi.org/10.1038/ng.2590
http://www.ncbi.nlm.nih.gov/pubmed/15961949
https://dx.doi.org/10.1159/000086360
http://www.ncbi.nlm.nih.gov/pubmed/27653704
https://dx.doi.org/10.1097/MOP.0000000000000422
http://www.ncbi.nlm.nih.gov/pubmed/17096763
https://dx.doi.org/10.1111/j.1399-3046.2006.00585.x
http://www.ncbi.nlm.nih.gov/pubmed/9627602
https://dx.doi.org/10.1016/s0022-3476(98)70407-x
http://www.ncbi.nlm.nih.gov/pubmed/16750411
https://dx.doi.org/10.1016/j.ymgme.2006.04.003
http://www.ncbi.nlm.nih.gov/pubmed/25771389
https://dx.doi.org/10.1016/j.jpeds.2015.01.051
http://www.ncbi.nlm.nih.gov/pubmed/25882873
https://dx.doi.org/10.1016/j.jpeds.2015.03.026
http://www.ncbi.nlm.nih.gov/pubmed/3551858
https://dx.doi.org/10.1097/00000658-198704000-00012
http://www.ncbi.nlm.nih.gov/pubmed/16237696
https://dx.doi.org/10.1002/Lt.20617
http://www.ncbi.nlm.nih.gov/pubmed/25274400
https://dx.doi.org/10.1111/ajt.12935
http://www.ncbi.nlm.nih.gov/pubmed/21615550
https://dx.doi.org/10.1111/j.1432-2277.2011.01278.x
http://www.ncbi.nlm.nih.gov/pubmed/29322327
https://dx.doi.org/10.1007/s00467-017-3880-4

Ranawaka R et al. Combined liver and kidney transplantation in children

Jaishideng®

36

37

38

39

40

41

4

43

44

45

46

Sharing database comparing renal allografts and patient survival in combined liver-kidney transplantation
with the contralateral allografts in kidney alone or kidney-pancreas transplantation. Transplantation 2003;
76: 348-353 [PMID: 12883191 DOI: 10.1097/01.TP.0000071204.03720.BB]

Ruiz R, Kunitake H, Wilkinson AH, Danovitch GM, Farmer DG, Ghobrial RM, Yersiz H, Hiatt JR, Busuttil
RW. Long-term analysis of combined liver and kidney transplantation at a single center. Arch Surg 2006,
141: 735-41; discussion 741 [PMID: 16924080 DOI: 10.1001/archsurg.141.8.735]

Bumgardner GL, Hardie I, Johnson RW, Lin A, Nashan B, Pescovitz MD, Ramos E, Vincenti F; Phase III
Daclizumab Study Group. Results of 3-year phase III clinical trials with daclizumab prophylaxis for
prevention of acute rejection after renal transplantation. Transplantation 2001; 72: 839-845 [PMID:
11571447 DOI: 10.1097/00007890-200109150-00017]

Calne RY, Davis DR, Hadjiyannakis E, Sells RA, White D, Herbertson BM, Millard PR, Joysey VC, Davies
DA, Binns RM, Festenstein H. Immunosuppressive effects of soluble cell membrane fractions, donor blood
and serum on renal allograft survival. Nature 1970; 227: 903-906 [PMID: 4988655 DOI: 10.1038/227903a0]
Knechtle SJ, Kwun J. Unique aspects of rejection and tolerance in liver transplantation. Semin Liver Dis
2009; 29: 91-101 [PMID: 19235662 DOI: 10.1055/s-0029-1192058]

Key T, Watson CJ, Clatworthy MR, O'Rourke CM, Goodman RS, Taylor CJ, Butler AJ. The kinetics of
donor HLA class I-specific antibody absorption following a combined split liver and kidney transplant. NDT
Plus 2010; 3: 579-581 [PMID: 25949473 DOI: 10.1093/ndtplus/sfq160]

Quintero Bernabeu J, Juamperez J, Mufioz M, Rodriguez O, Vilalta R, Molino JA, Asensio M, Bilbao I,
Ariceta G, Rodrigo C, Charco R. Successful long-term outcome of pediatric liver-kidney transplantation: a
single-center study. Pediatr Nephrol 2018; 33: 351-358 [PMID: 28842757 DOI:
10.1007/s00467-017-3782-5]

Kniepeiss D, Iberer F, Grasser B, Schaffellner S, Tscheliessnigg KH. Sirolimus and mycophenolate mofetil
after liver transplantation. Transpl Int 2003; 16: 504-509 [PMID: 12687325 DOI:
10.1007/s00147-003-0579-1]

Broyer M, Le Bihan C, Charbit M, Guest G, Tete MJ, Gagnadoux MF, Niaudet P. Long-term social outcome
of children after kidney transplantation. Transplantation 2004; 77: 1033-1037 [PMID: 15087767 DOI:
10.1097/01.tp.0000120947.75697.8b]

Alonso EM, Shepherd R, Martz KL, Yin W, Anand R; SPLIT Research Group. Linear growth patterns in
prepubertal children following liver transplantation. Am J Transplant 2009; 9: 1389-1397 [PMID: 19459820
DOI: 10.1111/j.1600-6143.2009.02634.x]

North American Pediatric Renal Trials and Collaborative Studies. 2011 Annual Transplant Report.
[Published 2013 October 30]. Available from: URL:
https://web.emmes.com/study/ped/annlrept/annualrept2011.pdf

Hodson EM, Willis NS, Craig JC. Growth hormone for children with chronic kidney disease. Cochrane
Database Syst Rev 2012; CD003264 [PMID: 22336787 DOI: 10.1002/14651858.CD003264.pub3]

WIT | https://www.wjgnet.com 290 October 18,2020 | Volume10 | Issue10 |


http://www.ncbi.nlm.nih.gov/pubmed/12883191
https://dx.doi.org/10.1097/01.TP.0000071204.03720.BB
http://www.ncbi.nlm.nih.gov/pubmed/16924080
https://dx.doi.org/10.1001/archsurg.141.8.735
http://www.ncbi.nlm.nih.gov/pubmed/11571447
https://dx.doi.org/10.1097/00007890-200109150-00017
http://www.ncbi.nlm.nih.gov/pubmed/4988655
https://dx.doi.org/10.1038/227903a0
http://www.ncbi.nlm.nih.gov/pubmed/19235662
https://dx.doi.org/10.1055/s-0029-1192058
http://www.ncbi.nlm.nih.gov/pubmed/25949473
https://dx.doi.org/10.1093/ndtplus/sfq160
http://www.ncbi.nlm.nih.gov/pubmed/28842757
https://dx.doi.org/10.1007/s00467-017-3782-5
http://www.ncbi.nlm.nih.gov/pubmed/12687325
https://dx.doi.org/10.1007/s00147-003-0579-1
http://www.ncbi.nlm.nih.gov/pubmed/15087767
https://dx.doi.org/10.1097/01.tp.0000120947.75697.8b
http://www.ncbi.nlm.nih.gov/pubmed/19459820
https://dx.doi.org/10.1111/j.1600-6143.2009.02634.x
https://web.emmes.com/study/ped/annlrept/annualrept2011.pdf
http://www.ncbi.nlm.nih.gov/pubmed/22336787
https://dx.doi.org/10.1002/14651858.CD003264.pub3

JRnishideng®

Published by Baishideng Publishing Group Inc
7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA
Telephone: +1-925-3991568
E-mail: bpgoffice@wijgnet.com
Help Desk: https://www.t6publishing.com/helpdesk

https:/ /www.wjgnet.com

© 2020 Baishideng Publishing Group Inc. All rights reserved.


mailto:bpgoffice@wjgnet.com
https://www.f6publishing.com/helpdesk
https://www.wjgnet.com

