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Figure S1. Observed (average®+SE) versus targeted piperacillin and tobramycin concentrations in
the dynamic in vitro infection model studies.

2For piperacillin targeted concentrations of 29.1, 37.5, 58, 59.9, 73.8 and 109 mg/L, the number of
datapoints measured were 8, 17, 40, 6, 16, and 40, respectively. For tobramycin targeted concentra-
tions of 0.159, 4.00, 5.81, 7.32, 8.15, 12.8, 20.0, and 24.2 mg/L, the number of datapoints measured
were 3, 3,5,5,7, 8,7, and 32, respectively.
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Table S1. Log change for each treatment as a function of time from static-concentration time-kill studies. Treatments were either piperacillin (Pip)-
tazobactam, tobramycin (Tob), or a combination, at the concentrations indicated. Blue shading indicates enhanced activity? and green shading indi-
cates synergy ®.

Log change [logio (CFUy) - log1 (CFUo)]

Pip Pip Pip Pip Pip Pip Pip Pip

Initial ) Pip Pip Pip Tob  Tob 12+ 24+ 75+ 12+ 24+ 75+ 12+ 24+ Pip75
Isolate inoculum Time 12 24 75 Tob1 2 8 Tob Tob Tob Tob Tob Tob Tob Tob + Tob
(log1CFU/mL) ®) mg/L mg/L mg/L mg/L mg/L mg/L 1 1 1 2 2 2 8 8 m:/L
mg/L. mg/L mg/L mg/L mg/L mg/L mg/L mg/L
5.99 1.5 -091 -0.82 -0.81 -224 -276 -4.09 -241 -256 -230 -271 -224 -285 -421 -344 -3.79
CR382 -052  -121 -1.09 -3.00 -3.76 -4.69 -3.04 -331 -282 -376 -361 -337 -499 -499 -599
-020 -094 -124 -282 -379 -599 -312  -349 -313 429 -399 -404 -599 -599 -599
24 210 139 -167 210 -3.12 -4.39 -246 -282 -263 -337 -247 -292 421 -399 -3.85
29 219 148 -156 268 -2.04 -4.69 -3.79 -323 -359 499 -415 -469 -499 -599 -499
48 209 147 -136 339 331 -499 -267 -198 -318 -469 -252 439 -599 -599 -599
72 170 124 -124 3.03 355 -599 -268 -258 -335 -599 -599 -599 -599 -499 -599
7.38 1.5 -005 -0.07 -005 -025 -049 -2.60 -061 -060 -0.71 -1.01 -098 -1.10 -280 -271 -271
CR382 054 038 034 038 -063 -3.79 -0.73 -147 -160 -176 -220 -256 -426 -3.87 -3.81
069 049 029 080 -040 -4.25 -1.80 -259 276 247 -298 -3.06 -470 -428 -419
24 131 147 143 150 156 -1.72 129 071 | 235 088 -036 -259 -378 -340 -3.17
29 128 1.68 151 149 1.05 -0.65 088 063 -18 070 -028 -334 -526 -538 -520
48 0.84 0.83 0.80 160 114 143 082 111 -158 035 -059 -152 -406 -3.82 -3.63
72 118 079 089 043 132 0.69 005 09 -136 102 -044 -143 -495 -429 -493
5.87 1.5 -049 -038 -055 -210 -2.06 -3.32 -222  -208 -236 -290 -228 -319 -339 -397 -372
CR379 3 069 020 -038 -3.05 -417 -457 -351 -345 -409 -487 -487 -439 -587 -487 -587

6 1.07 -023 -219 -375 -457 -587 397 -417 -439 587 -587 -587 -587 -587 -5.87
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24 117 114 -2.02 234 427 -587 -294 327 427 -457 587 -417 -587 -587 -5.87
29 166 112 -1.06 3.05 -3.79 -5.87 -339 -325 -3.69 -391  -587 -357 -587 -5.87 -5.87
48 142 072 -074 314 301 -487 -1.19 229 -3.64 -587 -587 -487 -587 -5.87 -587
72 180 118 -028 322 324 -587 -0.19 -1.08 -342 -487 -587 -587 -587 -5.87 -5.87
7.57 1.5 -014 -027 -023 -052 -145 -3.60 -082 -070 -0.88 -179 -171 -177 -337 -348 -3.46
039 016 007 -062 -3.01 -491 -149  -190 -227 -391 -345 -370 -451 -490 -5.14
CR379 061 038 015 017 -265 -4.82 -1.87 -3.00 -317 -350 -338 -357 -496 -4.89 -5.04
24 019 -034 -0.82 126 1.05 -2.90 -0.01 -1.82 -245 251 -260 -248 -323 -293 -3.05
29 019 -079 -157 115 130 -5.14 016 -1.65 -266 -269 -275 -272 -567 -557 -597
48 -015 -023 -095 118 134 -219 -037 -008 -244 -117 -169 -239 -430 -479 -5.05
72 0.05 -063 -143 073 085 119 022 -005 -262 077 -1.63 -2.88 -757 -597 -5.39
Pip Pip Pip Pip Pip Pip Pip Pip Pip 75
. Pip Pip Pip Tob  Tob 12+ 24+ 75+ 12+ 24+ 75+ 12+ 24+
Time Tob +Tob
(h) 12 24 75 Img/L 2 8 Tob Tob Tob Tob Tob Tob Tob Tob 5
mg/L. mg/L mg/L mg/L mg/L 1 1 1 2 2 2 8 8 mg/L
mg/L mg/L mg/L mg/L mg/L mg/L mglL mg/L
5.80 1.5 -034 -046 -1.09 -1.70 -253 -4.20 -203 -208 -222 -274 -309 -307 -376 -390 -4.02
CR380 026 001 -110 -253 -363 -5.80 -334 -296 -335 -335 -420 -432 -480 -480 -4.80
193 083 -1.35 -323 -396 -5.80 -3.17 -318 -350 -3.85 -580 -580 -480 -580 -5.80
24 1.80 131 -081 281 -1.03 -5.80 -084 -250 -285 -2.66 -348 -376 -480 -580 -5.80
29 181 106 -078 331 013 -5.80 -056 -396 -450 -450 -580 -580 -580 -580 -5.80
48 160 118 -022 360 328 -5.80 229 | -281 -311 -326 -420 -580 -580 -580 -5.80
72 156 144 014 260 261 -5.80 218 | 296 -304 -339 -39 -580 -580 -580 -5.80
7.28 1.5 010 -0.15 -027 -1.05 -1.69 -3.04 -1.39  -134 -157 -206 -2.04 -208 -298 -315 -298
CR380 025 -007 -017 -076 -196 -4.15 -141  -1.34 -206 -254 -299 -313 -354 -396 -3.87
058 031 -065 049 -196 -4.44 -1.10  -1.50 -259 -2.76 -326 -358 -4.08 -419 -4.10
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-2.80
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-2.25
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-291
-3.93
-4.64
-3.62
-7.46
-7.46
-7.46

-0.56
-0.18
0.72
0.50
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-3.07
-4.27
-3.50
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-6.16
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-6.16
-5.16
-7.46
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-3.29
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-4.59

-5.16
-6.16
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-6.16

-5.76
-7.46
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-7.46
-7.46
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-7.46
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-4.90
-5.28
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-6.16

-6.46
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-3.68
-5.68
-4.98
-5.08

-5.16
-6.16
-6.16
-6.16
-6.16
-6.16
-6.16

-7.46
-7.46
-7.46
-7.46
-7.46
-7.46
-7.46

Log change was calculated as change in logio CFU/mL from 0 h (CFUo) to time t (CFUz), where log change = logio (CFU:) - logio (CFUo). 2enhanced activity was defined as a
1 to <2 logo superior killing for the combination compared to its most active component at the specified time and >2 logio below the initial inoculum; bsynergy was defined
as >2 logio bacterial killing for the combination relative to its most active component at the specified time and >2 logio below the initial inoculum.



