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		Abstract

		Background: With type 2 diabetes (T2D) progression, patients may require insulin, but insufficient titration often leads to poor glycaemic control. A higher starting dose of basal insulin may overcome titration inertia, but safety and efficacy of this approach is unknown.

Methods:  This multicentre randomised, open-label, parallel group trial was conducted between October 2016 and April 2018. Overweight/obese (body mass index 25-40 kg/m2) adults with T2D and suboptimal glycaemic control (HbA1c 7Â·5-11Â·0% and FPG >9Â·0 mmol/L) despite receiving maximum tolerated doses of 2-3 oral antihyperglycaemic drugs were enrolled at 51 centres in China. Patients were randomly assigned (1:1) to a higher (0Â·3 U/kg) or standard (0Â·2 U/kg) starting dose of insulin glargine 100 U/ml (Gla-100), which was then titrated to achieve a self-monitored fasting blood glucose (SM-FBG) of 4Â·4-5Â·6 mmol/L. The primary endpoint was the percentage of patients with â‰¥1 episode of overall confirmed hypoglycaemia (â‰¤3Â·9 mmol/L).

Findings: At the end of study, the primary endpoint met the pre-specified threshold (upper bound 95% confidence interval [CI] <10%) for noninferiority of the higher versus standard insulin dose with 11Â·0% and 8Â·6% of patients experiencing overall confirmed hypoglycaemia (estimated difference 2Â·1%; 95% CI: âˆ’1Â·68%, 5Â·89%). The proportion of patients with symptomatic (9Â·8% vs 7Â·0%, P=0Â·13) and nocturnal hypoglycaemia (2Â·7% vs 1Â·2%, P=0Â·10), were similar between the 0Â·3 versus 0Â·2 U/kg groups. Achievement of HbA1c <7Â·0% (37Â·1% vs 37Â·1%) or fasting plasma glucose <5Â·6 mmol/L (15Â·9% vs 16Â·3%), <6Â·1 mmol/L (27Â·6% vs 26Â·1%), or <7Â·0 mmol/L (48Â·8% vs 48Â·3%) without hypoglycaemia were comparable between groups. Moreover, mean time and number of titrations to first achieve SMFBG <5Â·6, <6Â·1, or <7 mmol/L was shorter and fewer in the higher versus standard insulin dose group (all P<0Â·01).

Interpretation: Among overweight/obese patients with T2D, a higher insulin glargine starting dose was as safe as the standard starting dose, and SM-FBG targets were achieved earlier with the higher dose during the course of therapy.

Trial Registration: The trial is registered with ClinicalTrials.gov, number NCT02836704.

Funding Statement: Sanofi.

Declaration of Interests: LJ reported receiving consulting and lecture fees from Eli Lilly, Bristol-Myers Squibb, Novartis, Novo Nordisk, Merck, Bayer, Takeda, Sanofi, Roche and Boehringer Ingelheim and research grants from Roche and Sanofi. HW, BW, XW, JW, RB, WP, JT, YW, FB, ZG have no conflicts of interests. AC, WF, XZ, and NC are employees of Sanofi

Ethics Approval Statement: The study protocol was approved by the local institutional review board at each study site, and the study was conducted in accordance with the ethical standards of the institutional and/or national research committees at each centre and with the 1964 Declaration of Helsinki, as revised in 2013. All patients included in the study provided written informed consent before initiating the trial. 
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