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Abstract

Metformin is first-line therapy for patients with type 2 diabetes.
Until 2016, metformin was contraindicated in the US for patients
with renal impairment due to concerns about metformin-induced
lactic acidosis, a rare and often fatal condition of lactic acid build-
up in the body. In 2016, FDA concluded that metformin could be
used safely with mild and moderate renal impairment. Our study
estimated the comparative risk of hospitalization for lactic
acidosis between initiators of metformin and sulfonylureas,
stratified by baseline renal impairment and using a newly
validated outcome definition.

In 2008-2018 US Medicare data, we assessed incidence rates of lactic acidosis
hospitalizations among >65 years old initiators of metformin and sulfonylurea stratified
by baseline renal impairment. We then performed inverse probability of treatment
weighted Cox regression using propensity scores estimated using a large number of
sociodemographic, diagnostic, medication and healthcare utilization variables.

There were a total of 94 lactic acidosis hospitalizations in 560,963 patients without and
154,573 patients with renal impairment with incidence rates ranging from 11.7/100,000
person years in metformin initiators without renal impairment to 31.3/100,000 person
years in sulfonylurea initiators with renal impairment. There was no apparent risk
increase for metformin vs. sulfonylureas in those with [HR 0.68 (0.32-1.45); ARR -3.56
(-12.80, 5.69)] or without [HR 0.75 (0.22-2.44); ARR -1.75 (-24.01, 20.50] renal
impairment.

Commensurate with the 2016 label changes, MET users had no increased LA risk
compared with SU users, regardless of renal impairment




