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For long term post-liver transplant QOL to be fit, protection from renal impairment and 

occurrence of de novo malignancy should be attempted. Also ,our experience with anti-

donor regulatory T-Cell therapy in adult-to-adult LDLT to induce operational tolerance is 

reported.  

1. We investigated the effects of de novo malignant tumors, a long-term complication 

after liver transplantation, and the efforts of regular checkups after liver 

transplantation. By September 2022, among 336 liver transplant patients, the 

frequency and prognosis of post-liver transplantation de novo malignant tumors, the 

incidence of de novo malignant tumors in alcoholic liver disease, the detection of 

malignant tumors by regular health checkups, We investigated the prognosis. Thirty-

four patients (10%) had de novo malignancies, age at onset was 65 years, and 

disease duration was 51 months (1-226) after transplantation. There were 8 cases of 

PTLD, 13 gastrointestinal tracts (esophagus 3 stomach 4 colon and rectum 3), 

pancreas 2, mammary gland 2, lung 2, oral cavity 2, pharynx 1, skin 2, and other 5 

(overlapping). The cumulative morbidity rate was 9% at 5 years, 14% at 10 years, 

and the survival rate was de novo compared to no de novo (67% at 10 years, 64% 

at 15 years). 62% in 2015, 37% in 2015). Cancer was the most common cause of 

death 5 years after liver transplantation, followed by cholestatic graft failure, PTLD, 

and pneumonia. The prevalence of de novo malignancies in alcoholic cirrhosis cases 

(n=36) was significantly higher in 7 cases (19%) compared to 19 cases (7%) in the 

non-alcoholic group. All 3 cases of esophageal and pharyngeal cancer were in the 

alcohol group. Of the 20 patients (non-PTLD) who developed malignant tumors 

during regular check-ups, 12 survived with treatment. Of the 8 patients who died, 1 

died of lung cancer after refusal of medical check-up, and 2 patients who had 

extended CT endoscopy intervals were found to have advanced cancer and died after 

treatment. In conclusion, de novo malignant tumors affect long-term prognosis. 

Especially for patients with alcoholic liver disease, regular checkups focusing on the 

upper gastrointestinal tract are essential. 



 

2. Although the risk factors for the progression of chronic kidney disease after deceased 

donor liver transplantation have been widely reported, there are few reports 

describing the factors associated with the changes in kidney function in patients after 

living donor liver transplantation (LDLT). This study aimed to investigate the latter. 

This retrospective study was performed using data of patients who underwent LDLT 

at the Nagasaki University Hospital, Japan, from August 2000 to November 2017, 

and factors contributing to the changes in the estimated glomerular filtration rate 

(eGFR). A total of 191 cases were reviewed. The average age was 53.8 years, and 

108 (56.5%) patients were male. Compared to the pre-transplantation eGFR levels, 

the eGFR 1 year after LDLT increased in 65 patients (34%) and decreased in 126 

patients (66%). Multivariate regression analysis revealed that pre-transplant diuretics 

(p=0.04) and the trough value of tacrolimus 1 year after transplantation (p=0.04) 

were significantly associated with changes in the eGFR. The elevation in the eGFR 1 

year after LDLT was more pronounced in patients with a low trough level of 

tacrolimus 1 year after LDLT (p=0.01). Incidentally, mycophenolate mofetil was 

added to tacrolimus in patients with a poor renal function before LDLT. The trough 

level of tacrolimus was associated with changes in the eGFR 1 year after LDLT. The 

adjusted dose of tacrolimus and combined use of other immunosuppressants may be 

important to maintain renal function after LDLT. 

3. We report on the case of a 50-year-old female patient with symptomatic polycystic 

liver disease who underwent living donor liver transplantation (LDLT) using right liver 

graft from her ABO-identical husband. To achieve operational tolerance, regulatory 

T-cell (T-reg)-based cell therapy was applied, following the protocol introduced by 

Todo et al. Briefly, donor lymphocytes were collected by leukapheresis 20 days 

before LDLT without any adverse events, and the cells were irradiated with a dose of 

30 Gy and kept frozen. Lymphopheresis of the recipient was conducted in a similar 

manner 1 day before LDLT, and donor cells and recipient cells were cultured with 

anti-CD80/86 antibodies to induce the donor-specific T-reg. At 14 days of culture, 

the CD4+CD25+Foxp3+cells had increased from 1.51% to 5.21%, and mixed 

lymphocyte reaction assay using an intracellular fluorescent dye carboxyfluorescein 

diacetate succinimidyl ester-labeling technique revealed donor-specific 

hyporesponsiveness of CD4-positive lymphocytes. On postoperative day (POD) 13 

(14 days of culture), these cells were infused to the recipient intravenously without 

any adverse events. Initial immunosuppression consisted of tacrolimus, steroid and 

mycophenolate mofetil (MMF), and cyclophosphamide (40 mg/kg) administered on 

POD 5. Both the steroid and MMF were continued until 4 weeks after LDLT, and the 

patient was discharged on POD 30 with normal liver function. On POD 52, the patient 

developed acute cellular rejection and received appropriate reinforcement of 

immunosuppressive therapy and is currently doing well with normal liver function 30 

months after LDLT with reduced anti-donor allo-activity. In summary, T-reg therapy 

was safely performed in adult LDLT, and we are following the patient carefully to 

determine whether she can achieve operational tolerance in the future. 
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