Table 2. Number of Prevalent and Incident Metformin Users in Geisinger Health System, Frequency of Estimated Glomerular Filtration Rate (eGFR)
Measurements, and Mean Daily Metformin Dose by Baseline eGFR Category

Baseline Use of Metformin

Baseline eGFR Category, mL/min/1.73 m?

=90

60-89

45-59

30-44

<30

Not using at baseline, No.

15080

15 566

5385

3708

1579

Frequency of eGFR measurements per year,

1.58 (0.77-2.71)

2.19 (1.25-3.46)

2.73 (1.54-4.57)

3.35(1.81-5.83)

4.72 (2.17-9.70)

median (IQR)
Initiated metformin use after baseline, No. 6295 5823 1196 400 67
Using at baseline, No. 17 468 12637 2759 1045 186

Frequency of eGFR measurements per year,

median (1QR)
Daily dose at baseline, mean (SD), g

1.77(1.02-2.72)

1.37 (0.58)

2.24 (1.40-3.33)

1.34 (0.59)

2.78 (1.75-4.09)

1.34 (0.60)

3.10 (1.69-4.76)

1.35(0.59)

4.29(2.70-7.16)

1.38 (0.59)

Abbreviation: IQR, interquartile range.
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Table 3. Association of Time-Dependent Metformin Use With Acidosis Hospitalization by Time-Dependent Estimated Glomerular Filtration Rate
(eGFR) Category in Geisinger Health System

HR? (95% CI) for Acidosis Associated With Metformin Use by Time-Dependent eGFR Category, mL/min/1.73 m?

Parameter Owverall® =00 60-89 45.59 a0-44 <30
Parson-time 1BB578/281536 BOG53/98905 79788102 110 2123240 861 6358/20834 548/9827
{on metforminfoff metformin)

Acidosis events 73771598 206/323 288/446 157/286 G4/314 221229

{on matformin foff methormin
Unadjusted (n = 75413)
Demographic adjusted®
(n=75413)

Fully adjusted® (n = 72 232)

(.89 (0.81-0.97)
(.89 (0.81-0.97)

(.98 (0.89-1.08)

0.77 (0.65-0.92)
0.75 (0.62-0.90)

0.88 (0.73-1.05)

0.82 (0.71-0.55)
0.82 (0.71-0.96)

0.87 (0.75-1.02)

1.05 (0.87-1.28)
1.07 (0.88-1.30)

1.16 (0.95-1.41)

0.55 (0.73-1.25)
0.98 (0.75-1.28)

1.09 (D.83-1.44)

1.71(1.10-2.64)
176 (1.14-2.73)

2.07(1.33-3.22)

Fully adjusted with
time-dependent
medication use® (n =72 232}

Sensitivity analyses

Fully adjusted® excluding
basaling insulin users
(n=601132)

Fully adjusted® including
adjustment for baseling
hemoglobin A,
{n=58093)

Fully adjusted® in incident
diabetes mellitus cohort
{n = 49835)

Fully adjusted® with early
censoring of methormin
(n=72232)

(.94 {0.83-1.05)

1.02 (0.91-1.13)

1.01 {0.50-1.14)

0.91 (0.79-1.04)

1.04 (0.95-1.15)

0.80 (0.66-0.97)

0.82 (0.71-1.09)

0.84 (0.67-1.04)

0.85 (0.65-1.06)

0.93 (0.78-1.12)

0.81 (0.28-0.55)

(0.89 (0.75-1.06)

0.93 (0.78-1.12)

0.82 (0.66-1.01)

(.93 (0.80-1.09)

1.14 (0.93-1.40)

1.21 (0.97-1.50)

1.23 {0.98-1.55)

1.15 (0.86-1.53)

1.23 (1.01-1.50)

1.13 (D.85-1.45)

1.16 (0.87-1.57)

1.07 (0.78-1.46)

0.88 (0.55-1.39)

1.17 (D.89-1.54)

2.21(1.42-3.44)

222(1.41-3.51)

222 (1.37-3.59)

237 (1.204.71)

2.26(1.45-3.51)

Abbreviation: HR., hazard ratio.

 Referanca for HR: no metformin use.
b Overall, adjusted for &GFR category.

© Adjusted for age, sex, and race.

d adjusted for baseline age, sex, race, serum bicarbonate level, smoking status,
comorbid cardicvascular diseasa, heart failure, peripheral vascular disease,

hypertension, eGFR, use of statin medications, renin-angiotensin systam

inhibitors, diuretics, nonstercidal anti-inflammatory drugs, insulin, and other
antidiabetic medications. eGFR category and metformin wse were the only

time-dependent variables. Patients with missing data were excduded from the
fully adjusted analysis.

¥ Adjusted for all variables in fully adjusted modal; however, all medications

were treated as time dependant along with eGFR category and metformin usa.

Patients with missing data were excluded from the fully adjusted analysis.
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