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Diagnosis of polyomavirus infection in
kidney transplantation

BB EP RS A2

ZIEEREBKREN17IEE R DL AR —EARKER - EEE2ER BRI
B EINE %E%E’JEKFBMI% §1995$E§§4$7(E~Randhawa% REERZIER
Fﬁ(BKFs&)L% HEXTHESIARAIIER - MBBESEEBKVANE S
RANB2%E8% - BB ENBEBEBINEELINEERA - A%%Ejt B N+ BKVE
ZEREERNER - BEERBEVERA BRI RICHESZER - BREEMZ
mAOEERS - 2BRI4 IEBKRBR RN EEEZENATIER  THEEEUH
fERhiEt - @EREREIIGNAZBEEBKEENETEEBREZE - BEEH - g
BEREKA - TN EERRE - NEARNRERZE « SRMFFEZER -~ BK I
BIRRERB R E ST ZRE AR ABREZE - BKVE RO BEiE 5L /R E 3 5 /R 28 Bl
SNAERET ARNG N EERE (BIREEE ) IBKVEEERERER - RAaKRZ
R EAZBKVINEGHRE - MERBSBRELR - RENBIREY) BN 206
HW—REEZEENFREER  ZEFREE RS BE SARENEMBUEREAN - ERIR
HMBEIBEAS - BRNERETE S KR BN FEBKEE R FEMER AN
EREREYMINEERENTE - B> REHIHE kA ZBKE ﬁ/érﬁﬁixﬁﬁ 2
Eﬁm BT AR - EEAHITBKVERRES - R R AREIRE Hdecoy cell B2
—REERE  BKVELEEEE/NENRE EEARENARZAETE  SRARZ
BAKREIRZAENEE - bEHiENEAIYE ENEmMEENFE - BElHiaINE
TEABEIBEERBENIES - ILEMETE BDecoy cell ; MUK KRAMEE D) Decoy
celM’E?%MEJ BKV ERANTEZE BKVAN ER B R ELE ERRFISIEIE MAEN
HEM B IEEEREWNEETE ; BRATH Decoy cel 22BN ZEMNTIRE -
BEOWRRAERNER MR - %‘EEEHMQDPBKVE’JPCR ZETBKVEICV R EL XE 2 PCR
(quantitative PCR; qPCR)%E ?‘IE%X?@TL‘, 2t - BrsEgE=Esis  REEE2BERiRE
HESEMmEE - 22Mm - Bt RSENZEBINEREZE - oJDIRRERZE - ER
oH (BHEEAEFE )  WHARER O sEHHEERWMEMHEF)BE - ZTBRESE
ERERAZEREER  BREZE - BREEBEFANETEER - D2 —EBES I
BREESERNIRTTWAERE -



oAb HESEEE

2021 Bl ZEBHEFE
65» 5 o
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Chief of Department of Nephrology, Linkou Chang Gung Memorial
Hospital, Linkou, Taiwan

Chief of Kidney Research Center, Linkou Chang Gung Memorial Hospital,
Linkou, Taiwan
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Philosophiae Doctor, Kidney Institute, Cardiff University, United
Kingdom
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Tian, Ya-Chuang
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Assistant Professor, Chang Gung Memorial Hospital, Linkou, Taiwan
Assistant Professor, Chang Gung University, Taiwan

Associate Professor, Chang Gung Memorial Hospital, Taipei, Taiwan
Associate Professor, Chang Gung University, Taiwan

Professor, Chang Gung Memorial Hospital, Taipei, Taiwan

Professor, Chang Gung University, Taiwan

Professional Activities

2003~2011 Member of internal medication education council

2003~2011 Vice head of postgraduate internal medicine training council
2010~2011 Head of postgraduate internal medicine training council
2004~2009 Chief of nephrology ward

2009~2014 Chief of clinical nephrology division, department of nephrology
2014~2016 Chief of renal transplantation division, department of nephrology
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An epidemiologic study demonstrated that 80-100% of the general
population was infected by BK polyomavirus (BKV) in their childhood.
Following primary infection, BKV is persistently hidden in the
renourinary tract, and when the immunity of the organ transplant
recipients is suppressed, BKV rapidly replicates to cause renal
inflammation, the occurrence of BK viruria and BK viremia, and
sometimes BKV-associated nephropathy (BKVAN). Potent
immunosuppressants reduce acute rejection episodes but increase
the risk of BKVAN and its associated allograft loss. A reduction or
modification of immunosuppressants may alleviate the progression of
BKVAN. Recently, our study and other studies demonstrated a high
incidence of urinary tract cancers in BKVAN patients, suggesting an
association between BKV infection and urinary tract cancer
development. Therefore, early intervention and management of BKV
infection are critical for prevention of BKVAN development and
subsequently allograft loss. In this lecture, the possible risk factors
and triggers for BKVAN development will be discussed. In addition,
targeting on these potential factors that may alleviate BKV infection
will be introduced. Finally, the effectiveness of different strategies
including modification or reduction of immunotherapy in
management of BKVAN will be compared.



AEBEEEEE

SR A5 B
Chang, Shen-Shin

R
B 7 A Tk BB B R 0 B8 B S A BR
0 7 A T oA R B R 5 2 B8 ok B R B TR 3

SR
PEIBEE AR B
i

B 17 A T K B2 B8 B B MY &% BE P S ARSL BR AT B B Bl

B 17 NI KB BB e Bl a=2 8l /a8 E

B 17 NI KB BB B M e Bl /adh Rl Bl £ 8 B8 E

[ 17 A T K B2 B8 B B Y 5 B8 e 32 7 MRS B Bl PR A B
Osaka University Graduate School of Medicine, Japan
Advanced Technology for Transplantation, Visiting Scholar
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COVID-19 and Kidney Transplantation

The COVID-19 pandemic has a great influence on organ donation and
transplantation. This viral infection impacts more severely kidney transplant
recipients than general population. COVID-19 vaccination remains the primary
health strategy to prevent SARS-CoV-2 infection. The clinical trials that
evaluated the safety and efficacy of the COVID-19 vaccines excluded solid organ
transplant recipients. According to published data, seroconversion after mRNA
SARS-CoV-2 vaccination might be unsatisfactory in kidney transplant recipients.
The SARS-CoV-2 vaccine efficacy in this subgroup patients is reduced. The
impaired humoral and cellular immunity may be caused by immunosuppression.
Discordance between humoral and cellular response were also found, however,
it is unknown if seronegative patients develop at least a cellular response that
could offer a certain grade of protection against SARS-CoV-2. The severity of
COVID-19 could potentially be affected by the type and the intensity of the
immunosuppressive drugs. The management of immunosuppressive therapy in
kidney transplant recipients affected by SARS-CoV-2 may require an
individualized approach.

Adjustments to the immunosuppressive regimen are necessarily based upon
disease severity, time posttransplant, and the risk of acute allograft rejection.
COVID-19 poses challenges for kidney transplantation, this section reviews
some issues related to kidney transplantation and aspects of COVID-19 care.
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Director of the Surgical Department, Tri-Service General Hospital Chief, Division
of General Surgery, Department of Surgery, Tri-Service General Hospital
Associate professor in Surgery, Department of Surgery, National Defense Medical
Center
Leader of Liver Transplantation, Division of Transplantation,
Department of Surgery, Tri-Service General Hospital, Taiwan

B
Visiting scholar in Clinical Multi-organ
Transplantation, The Dumont-UCLA
Transplant Center



oAb HESEEE

2021 Bl ZEBHEFE

BREE
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1998 — 1999 Chief Resident, Division of General Surgery, Tri-Service General
Hospital,

1999 — 2000 Attending staff surgeon, Division of General Surgery, Tri-Service
General Hospital

2000- 2001 Visiting scholar in Clinical Multi-organ Transplantation, The
Dumont-UCLA Transplant Center

2003-2004 Director of Gastrointestinal Surgery Division, Armed Force Peng-Hu
Hospital.

2004-2016 Attending staff surgeon, Division of General Surgery, Tri-Service
General Hospital, Taiwan.

2016-Present Chief, Division of General Surgery, Tri-Service General Hospital,
Taiwan
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Liver transplantation, Hepatobiliary surgery, Laparoscopic surgery
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Managing immunosuppressants in liver transplantation
— what have we learnt from COVID-19 pandemic?

Transplant activity has decreased during the COVID-19 pandemic.
Adapted guidelines on potential deceased organ donors will be briefly
mentioned.

Impaired immunity is a risk factor for critical outcome in

transplant patients
with COVID-19. Factors that affect COVID-19 mortality in liver
transplant patients and considerations for managing COVID-19 specific
for organ transplantation are discussed herein.

How can we manage immunosuppression in such patients,
choices of immunosuppressants and the possible underlying rationale
will be elaborated. As for transplant patients receiving regular follow-
up in outpatient clinic, innovative measures can be tried to minimize
epidemiological exposure to COVID-19.

At last, guidelines from the American Association for the Study of
Liver Diseases (AASLD) for managing post-transplant patients will be
introduced.
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Peter William Nickerson

Present position
Distinguished Professor of Internal Medicine and Immunology

Education

University of Manitoba BSc ( Med) 1986 Biochemistry
University of Manitoba MD 1986 Medicine
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Optimizing Immunosuppression:
To prevent DSA/AMR and BKVN in Kidney
Transplantation

Kidney transplantation induces an immune response to the graft
that leads to rejection and graft loss. Over the last 60 years
immunosuppression has evolved to the point where tacrolimus (Tac)
and mycophenolic acid (MPA)-based therapy are considered the
standard of care to effectively control the immune response and
prevent rejection. However, while leading to prolonged graft survival
the combination of Tac/MPA can result in off-target effects [i.e., Gl
toxicity, renal toxicity, and infections (e.g., BK virus nephropathy)] that
leads to physician-guided drug minimization and/or patient non-
adherence. This in turn results in increased rates of de novo donor
specific antibody and biopsy proven acute rejection. The purpose of
this lecture will be to review the data the supports Tac/MPA-based
immunosuppression and discuss its optimal use to navigate the
requirement to provide sufficient drug therapy to control the
alloimmune response while avoiding overimmunosuppression, which
leads to off-target effects.
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Sedative and Immunosuppressive Effects of
Dexmedetomidine

in Transplantation

Dexmedetomidine, an a2-adrenergic receptor agonist, is used as
an anti-anxiety medication. It also exerts a cholinergic effect, thereby
reducing the release of TNF-a. We examined our patients who
underwent living donor liver transplantation. A trend toward the
improvement of hepatocyte injury along with better liver function was
observed in the dexmedetomidine-treated group during the first
postoperative week. Subsequently, we generated a series of mouse
models to investigate the effect of dexmedetomidine on sedation-
based tolerance post-transplantation. Indeed, dexmedetomidine
inhibited the proliferation of T cells and TNF-a production in a dose-
dependent manner. We used dexmedetomidine to treat skin-
transplanted mice and observed a significantly prolonged graft survival
in mice that were administered a higher dose of dexmedetomidine.
These results revealed that dexmedetomidine exerts a dual effect of
sedation and immunosuppression. This light-sedation approach will
not only make patients calmer in the intensive care unit but also
protect allografts from injury. The link between sedation and
immunity may be designed toward therapeutic manipulation of the
immune response.
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Long-Term Outcomes of Living Kidney Donors:
Lessons Learned From Taiwanese Nationwide Cohort

The prevalence and incidence of hemodialysis are still quite high
in Taiwan. Kidney transplantation could provided better life quality and
survival benefit for patients with end stage kidney disease. However,
shortage of kidney donor is always a major issue. Beyond cadaveric
kidney transplantation, living kidney transplantation donated from
recipient’s relatives is the alternative choice. Safety issue is most
important concern for living kidney donor. It is very important to fully
understand the risk for living kidney donor and share the information
with all stockholders, including nephrologists, transplant surgeons,
transplant team members, potential donor, recipients and their
families. In this talk, we will discuss the risk of end stage renal failure
and death after kidney donation from literature review and the
analysis of data of 1232 living kidney donor from Taiwan national
health insurance research database.
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Present position
Taipei Municipal Wan Fang Hospital, Taipei City, Taiwan..

Department of Surgery, Taipei Municipal Wan Fang Hospital,
Taipel City, Taiwan.

The Transplantation Society of Taiwan, Taipei City, Taiwan.
Taiwan Organ Registry and Sharing Center, Taipei City, Taiwan.

Organ Donation Association, R.0.C,, Taipei City, Taiwan

Education
Department of Medicine, Taipei Medical University, Taipei City,

Taiwan.
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Peri-transplant treatment strategies for HCC beyond
UCSF criteria

According to 2020 update on the management consensus guideline for
hepatocellular carcinoma (HCC) by the Taiwan Liver Cancer Association and
Gastroenterological Society of Taiwan, HCC is one of the leading causes of cancer-
related death in Taiwan. Curative treatment for HCC is limited and liver
transplantation (LT), in theory, gives the best option for cure for patients with HCC
with poor liver function not eligible for surgical resection or local ablation because it
provides the widest tumor free margin while replacing diseased liver parenchyma
with healthy liver tissue. Milan criteria has been served as the benchmark for patient
selection in HCC undergoing LT, however, it restricted only to limited number of
patients that fulfill the criteria for LT when they were diagnosed. Numerous modified
less strict criterias, such as UCSF or up-to-seven criteria, have been speculated for
patient selection that could achieve comparable outcomes to those consistently
within the Milan criteria. For those HCCs beyond UCSF criteria, lots of peritransplant
treatment strategies have been employed as a downstaging strategy to recruit more
HCC patients for inclusion into the LT waiting list. These modalities include salvage
liver resection, radiofrequency ablative therapy, trans-arterial chemo-embolization,
radio-embolization, stereotactic body radiotherapy, or their combination. In the
present talk, the last evidence of efficacy in those HCCs that beyond criteria who
undergo different downstaging therapies will be reviewed.

For advanced stage HCCs, recent published cases on immune checkpoint inhibitor
(IClI) for downstaging followed by LT have shown promising results. However, reports
have also revealed immunotherapy to induce graft loss following LT. In this
presentation, the first preliminary case reports illustrate ICl for downstaging therapy
of advanced HCC before LT will also be introduced.
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