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Delayed recognition of autoimmunity with incongruent management: A focused review of 46 latent autoimmune diabetes cases in a RCT cohort of young-onset ‘non-type 1’ diabetes
Aims: We evaluated drug management before and after autoimmunity confirmation in young patients with physician-diagnosed ‘non-type 1 diabetes (T1D)’.
Methods: In 2020-2021, 884 patients diagnosed with non-T1D at <40 and aged<50 joined the PRISM-RCT (NCT04049149) to evaluate the effects of a 3-year algorithm-driven care model guided by biogenetic markers including anti-GAD and C-peptide on metabolic control and incident complications. The intervention group (n=441) received biogenetic information at baseline and the control group (n=443) at study end (2023-2024). 
Results: During the PRISM study (2020-2024), 46(5%) had positive anti-GAD with variable C peptide. One had concomitant monogenic diabetes (HNF1B-MODY). The median (IQR) age-at-diagnosis was 31(26-35) years and 50% were diagnosed before 2012(2008-2017). By 2025, 72% had follow-up for >10 years since diagnosis, with a lag of 11(5-15) years between diagnosis and confirmed anti-GAD positivity first known to physician. At diagnosis, 49% had obesity(BMI≥25kg/m2) and 70% had experienced obesity during follow-up. By 2025, 80%(37/46) were on continuous insulin. Amongst them, 31 patients had continuous insulin treatment before confirmed autoimmunity with a lag of 12(6-18) years; 15 within 1 year, 23 within 3 years, and 26 within 5 years of diagnosis. 
83% had ever exposure to sulphonylurea (among whom 42% had >3 years of exposure and 53% had glimepiride≥4mg daily or its equivalent); 54% to SGLT2i (among whom 52% had exposure without concomitant insulin and 2 patients had DKA); 78% to DPP4i (among whom 47% initiated at >3 years and 33% at >5 years after diagnosis). 
Within one year of confirmed autoimmunity, 55% had treatment changes including insulin initiation(11%), switch from intermediate to basal insulin analogue with low C-peptide(11%), initiation/intensification of incretin-based therapy with residual beta-cell function(27%) and tapering of sulphonylurea(14%) or SGLT2i(25%). 
Conclusion: Lack of anti-GAD and C-peptide information had led to incongruent treatment in young patients with non-classical T1D. 
