Abstract title: 
Changes in autoantibody levels from baseline after pancreatic islet allotransplantation in type 1 diabetes are not associated with changes in islet function or insulin therapy

Abstract content: 

Aims: We reported (ADC2024) a five-year followup of autoantibodies after Pancreatic Islet Allotransplantation (ITx) in 19 persons living with Type 1 Diabetes Mellitus (T1D), showing a decrease in insulin antibodies (INSAb), an increase in glutamic acid decarboxylase antibodies (GADAb), and no change in insulinoma-associated-protein-2 antibodies (IA-2Ab).  The current Aims are: 1) to extend the study to 54 subjects; 2) to evaluate the relationship of autoantibody changes to (a) islet graft function and (b) exogenous insulin usage. 

Methods: Serial autoantibodies (GADAb, IA-2Ab, INSAb) over 5 years post-ITx were measured in 54 ITx-recipients from the Australian Islet Transplant Consortium (Westmead Hospital, Royal Adelaide Hospital, St Vincent’s Hospital Melbourne) (median age: 53y; T1DM-duration 36.5y). Autoantibodies changes from pre-transplant baselines were grouped as <12mths or >12mths from first ITx and tested by quantile regression. The difference in  Areas Under the Curve (AUC) of INSAb between insulin-dependent and -independent groups were assessed using the Mann-Whitney test in both  <12mths and >12mths periods. Fasting C-peptide levels were used as markers of islet beta cell function. Spearman test assessed correlation of changes in autoantibody levels with islet function.

Results:  GADAb changed from pre-ITx baseline by median (interquartile range(IQR)) +2.9(0,11.9,p=0.01)U/mL <12mths post-first-ITx, and +3.1(-0.1,19.7,p=0.002) in >12mths. Corresponding changes in INSAb were -3.8(-7,-0.8,p<0.001) and -5.2(-9.1,-1.9,p<0.001) and in IA-2Ab were 0(-0.3,0,NS) and +0.07(0,5.1,p=0.002) respectively. The median(IQR) 0.2(0.03,0.4)ng/mL changes in C-peptide <12mths post-ITx were not significantly associated with the corresponding rises in GADAb levels (Spearman, Rs=0.44,p=0.1). There were no significant differences in INSAb serum levels between insulin dependent and independent groups in either the <12mths (Mann-Whitney,p=0.39) or >12mths periods (p=0.53).

Conclusion: Post-ITx studies in this larger cohort confirmed gradually decreasing INSAb, increasing GADAb, and no change in IA-2Ab. Rises in GADAb were not associated with decline in islet function. Falls in INSAb were not associated with cessation of insulin therapy.

































