TRIGR Protocol Synopsis

This study is based on a pilot study (242 increased HLA risk newborns), which indicated 40-60% reductions in the hazard ratios of the development of T1D risk-associated antibodies (p<.05 for ICA and ≥1 antibody).  TRIGR is a randomized, double-blind, primary intervention trial in newborn first-degree relatives of TID subjects with increased risk HLA genotypes. It compares weaning to extensively hydrolyzed vs. standard cow milk (CM) formulas - the most common first dietary exposure to intact (antigenic) foreign proteins. Subjects receive breast milk and/or one study formula during the 6-8 months intervention period with a minimum formula exposure of 2 months. Breast feeding is encouraged, and power calculations allowing for 10% exclusive breast feeding and a drop-out rate of 20% require enrollment of 2,032 subjects from 5,806 newborns screened for risk HLA alleles.  Blood samples are collected every 3 months (1st year), bi-annually (2nd yr) and then annually until age 10.  Data collections include B- and T-lymphocyte responses to milk proteins as a hard measure of CM exposure, diabetes-predictive islet cell autoantibodies and cumulative incidence of T1D. Additional data comprise validated dietary questionnaires and documentation of infectious episodes. Serum is stored for measurement of viral exposures. Lymphocytes are analyzed immediately for T-cell reactivities and cryopreserved for cytokine studies. Irrespective of study outcomes, the trial represents a comprehensive, large-scale natural history study with a broad ethnic base, and includes the evaluation of T-cell reactivities using an ITN-validated assay.  

