Introduction: 
[bookmark: OLE_LINK1]Metabolic endoscopy is an emerging field in gastroenterology aimed at treating type 2 diabetes (T2D). Duodenal mucosal ablation (DMA), the main procedure, aims to mimic the glycaemic benefits of gastric bypass by endoscopically ablating up to 15 cm of hypertrophied post-ampullary mucosa. The short ablation zone is due to limitations of current technologies and does not represent the typical biliopancreatic limb length after bypass (50-75 cm). Therefore, we hypothesised that a longer ablation would improve and prolong glycaemic control. After demonstrating Radiofrequency Vapor Ablation (RFVA) was a safe and feasible modality for DMA in our first in-human study (NCT05887635), we developed a new procedure: ‘Proximal Intestinal Mucosal Ablation; PIMA’. In PIMA, up to 75 cm of post-ampullary mucosa is ablated with a second generation, through-the-scope (TTS) RFVA catheter (figure 1). In an extension to our first in-human study, we aimed to determine the safety, tolerability, feasibility, and efficacy of PIMA. 
Methods:
Patients with uncontrolled T2D (glycated haemoglobin [HbA1c] 7.5-10.0%) despite ≥1 glucose lowering agent (GLA) underwent PIMA without additional lifestyle intervention after a run-in period to ensure stable glycaemic control. PIMA was performed through an adult colonoscope (Olympus HQ190L) with the second-generation TTS RFVA catheter under general anaesthesia. RFVA was delivered at a dose of 250-275 J with double application (2X) to the post-ampullary intestinal mucosa (figure 1). Primary outcomes were safety (serious adverse events; SAE), tolerability (visual analogue score [VAS] for pain post-procedure), feasibility (procedure time/ablation length), and efficacy (change in HbA1c). 
Results: 
[bookmark: _Hlk144849953]Eight patients (median age 57 [IQR 36-65], 50% female) underwent PIMA. Baseline HbA1c was 9.6% (IQR 7.7-10.0), body mass index (BMI) 31.2 kg/m2 (SD 2.5), GLAs 2 (IQR 1-2), and duration of T2D 6 years (IQR 3-9). PIMA was successful in all patients with an average ablation length of 46 cm (IQR 40-52), procedure time of 63 mins (SD 16.5) and catheter time of 48 minutes (IQR 22.6). Patients were discharged the following day and there have been no SAE or procedure-related adverse events. The procedure was well-tolerated with a maximum mean VAS score of 1.9/10 (SD 2.1) on day 1. To date, we have observed a significant reduction in HbA1c by -1.0% (n=7; SD 0.7; p<0.01) and -1.8% (n=5; SD 1.0; p=0.02) at 1- and 3-months, respectively. This was associated with a reduction in HOMA-IR without significant change in BMI over 3 months (-0.3 kg/m2; SD 1.0; p=0.52). 
Conclusions: 
PIMA is a groundbreaking endoscopic procedure for T2D with preliminary evidence suggesting it is safe, feasible, and enhances glycaemic control, which  may represent an important adjunct to the multi-modal treatment of metabolic disease.


