








Table 1: Demographic and Clinical Characteristics
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Characteristic Overall Nafcillin group Piperacillin- p-value
n=3393 n=272 tazobactamgroup
n=3121
Age (years)® 52.82 + 17.48 47.49 £ 15.61 53.28 + 17.56 <0.000%
54 (25) 47 (22) 54 (26)
Male sex 1709 (50.37) 175 (64.34) 1534 (49.15) <0.000f
Charlson 3.42 £ 3.62 2.77 £ 3.19 3.47 £ 3.65 0.0084
Comorbidity 2(4) 2 (3) 2 (4)
Index’
Baseline CJ, 100.91 + 42.89 106.9 + 42.73 100.4 + 42.87 0.016%
(mL/min)*® 95 (54.85) 102.39 (54.69) 94.36 (54.48)
Dehydration 233 (6.87) 15 (5.51) 218 (6.98) 0.3578°
Hypotension 393 (11.58) 51 (18.75) 342 (10.96) 0.0001°
Concomitant
nephrotoxins
ACEI | 609 (17.95) 63 (23.16) 546 (17.49) 0.0195°
ARB | 142 (4.19) 9 (3.31) 133 (4.26) 0.4518°
Acyclovir | 28 (0.83) 8 (2.94) 20 (0.64) 0.0012
Aminoglycosides | 165 (4.86) 28 (10.29) 137 (4.39) <0.0001°
Amphotericin B | 14 (0.41) 3(1.10) 11 (0.35) 0.0959'
Cyclosporine | 13 (0.38) 1(0.37) 12 (0.38) 1.0000"
Foscarnet | 1 (0.03) 0 (0.00) 1 (0.03) 1.0000'
Loop diuretics | 679 (20.01) 67 (24.63) 612 (19.61) 0.0470°
NSAIDs | 365 (10.76) 54 (19.85) 311 (9.96) <0.0001°
Sulfonamides | 25 (0.74) 7 (2.57) 18 (0.58) 0.0027f
Tacrolimus | 69 (2.03) 0 (0.00) 69 (2.21) 0.0057
Tenofovir | 22 (0.65) 4 (1.47) 18 (0.58) 0.0940
IV contrast| 1666 (49.10) 163 (59.93) 1503 (48.16) 0.0002
Number of <0.000%
concomitant
nephrotoxins
0| 895 (26.38) 53 (19.49) 842 (26.98)
11476 (43.50) 91 (33.46) 1385 (44.38)
2784 (23.11) 78 (28.68) 706 (22.62)
3| 203 (5.98) 40 (14.71) 163 (5.22)
4+ | 35 (1.03) 10 (3.68) 25 (0.80)
Duration of 4.93+3.95 8.46+ 9.96 4.63+2.67 <0.0007%
Therapy (daysf |4 (3) 5(7) 4 (3)

Data are number (percentage) unless otherwise indicated. ACE| = angiatemsanting enzyme; ARB = angiotensin receptor blockeg; €I
creatinine clearancejustedCockcroftGault); NSAID =non-steroidal antinflammatory drug; IV = intravenous. B
3Mean + Standard Deviatip°Median (Interquartile Range)StudentOE-test,“Wilcoxon Rank Sum TestChi-Square TestFisherOs Exact Test




Table 2: Antibiotic Exposure
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Study Group Antibiotic Frequency

Nafcillin group Nafcillin only 41 (15.07)
Nafcillin + Piperacillin-tazobactam 2(0.74)
Nafcillin + Vancomycin 90 (33.09)
Nafcillin + Piperacillin-tazobactam + 139 (51.10)

Vancomycin

Piperacillin-tazobactam
group

Piperacillin-tazobactam only

3121 (100.00)

Data are number (percentage) unless otherwise indicated.




Table 3: Cumulative Incidence of Acute Kidney Injury (Unadjusted)
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Nafcillin with Concomitant Antibiotics <5 days vs. Piperacillin-tazobactam

Characteristic | Overall Nafcillin group Piperacillin- p-value
n=3,393 n=272 tazobactam group
n=3,121
Acute Kidney 294 (8.66) 53(19.49) 241 (7.72) <0.0001*
Injury, overall
Risk | 230 (6.78) 38 (13.97) 192 (6.15)
Injury | 47 (1.39) 10 (3.68) 37 (1.19)
Failure | 17 (0.50) 5(1.84) 12 (0.38)
Nafcillin only vs. Piperacillin-tazobactam
Characteristic | NAF NP NV NPV PTZ p-value
n=41 n=2 n=90 n=139 n=3121
Acute Kidney | 9 (21.95) 0 (0.00) 16 (17.78) |28 (20.14) |241(7.72) | <0.0001°
Injury, overall
Risk | 7 (17.07) 0 (0.00) 11(12.22) |20(14.39) | 192 (6.15)
Injury | 1 (2.44) 0 (0.00) 4 (4.44) 5 (3.60) 37 (1.19)
Failure | 1 (2.44) 0 (0.00) 1(1.11) 3(2.16) 12 (0.38)

Data are number (percentage) unless otherwise indicated. NAF = nafcillin only; NP = nafcillin + piperacillin-tazobactam; NV = nafcillin +
vancomycin; NPV = nafcillin + piperacillin-tazobactam + vancomycin.

*Chi-Square Test
"Fisher’s Exact Test
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Table 4: Adjusted Odds Ratio for Acute Kidney Injury for Nafcillin as compared to
P1perac1llln-taz0bactam

Primary Outcome Odds Ratio (OR) 95 % Confidence Interval
Acute Kidney Injury, 2.002 1.357 2.953
overall
Risk | 1.799 1.162 2.786
Tnjury | 2.246 0.958 5264
Failure | 2.357 0.685 8.113
\ Nafcillin only vs. Piperacillin-tazobactam \
Primary Outcome Odds Ratio (OR) 95% Confidence Interval
Acute Kidney Injury, 2.634 1.154 6.016
overall
Data analyzed using logistic regression. Adjusted for age, sex, Charlson Comorbidity Index, baseline creatinine clearance, hypotension, number
of concomitant nephrotoxins, and duration of therapy.




Table 5: Time to Acute Kidney Injury, Hospital Length of Stay, and Mortality
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Overall Nafcillin group Piperacillin- p-value
n=294 n=53 tazobactam group
n=241
Time to Acute 493 +3.80 6.00 +5.14 4.69 +3.41 0.0458¢
Kidney Injury®® | 4 (4) 54) 4(4)
Overall Nafcillin group Piperacillin- p-value
n=3,393 n=272 tazobactam group
n=3,121
Hospital Length | 8.00 + 8.30 1438 +12.69 744 +7.55 <0.0001°¢
of Stay*® 5(6) 10 (11) 5(6)
Mortality 135 (3.98) 23 (8.46) 112 (3.59) <0.0001¢

Data are number (percentage) unless otherwise indicated.

“Mean + Standard Deviation, "Median (Interquartile Range), “Wilcoxon Rank Sum Test, dChi-Square Test
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