Weight reduction with tirzepatide use by baseline HbA1c category in adults with overweight or obesity and type 2 diabetes in SURMOUNT-2
Aim: This post-hoc analysis assessed weight reduction by baseline HbA1c (A1c) with Tirzepatide (TZP) at 72-weeks in adults with overweight or obesity and type 2 diabetes (T2D) the SURMOUNT-2 (SM-2) trial.
Methods: Participants were grouped by baseline A1c into 4 categories (A1c: <7%, ≥7–8%, ≥8–9%, and ≥9%). Percent changes in body weight (BW) and changes in A1c from baseline to week 72 were assessed in participants treated with TZP 15mg, 10mg, or placebo (PBO) with at least one non-missing post-baseline measure. A mixed model with repeated measures (MMRM) was performed to estimate the mean percent change from baseline to week-72. 
Results: At 72-weeks, TZP 15mg was associated with significant decreases in BW from baseline and vs PBO across all A1c categories. Mean percentage weight loss was lower in the groups with a higher baseline A1c; A1c <7% (-19%), A1c ≥7–<8% (-17%), A1c ≥8%–9% (-15%), A1c ≥9% (-13%). Similar results were seen for the TZP 10mg arm.  All A1c categories showed decreases from baseline in A1c with a more pronounced reduction in the higher A1c groups, baseline A1c <7% (-1.2), A1c ≥7–<8% (-1.9), A1c ≥8% –9% (-2.4), A1c ≥9% (-3.4). Significantly greater achievement of >15% BW reduction was seen with all categories on TZP 15mg vs PBO, with lower A1c categories showing the highest number of predicted achievers at 72-weeks, A1c <7% (70%), A1c ≥7–<8% (58%), A1c ≥8%–9% (47%), A1c ≥9% (38%).
Conclusion: In this post-hoc analysis, significant reductions in BW and A1c were seen with TZP treatment in people living with obesity and T2D in SM-2 regardless of baseline A1c category. Of particular interest is the observation that the glucose lowering association of TZP was not proportional to changes in BW from baseline.  

