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SUPPLEMENTARY MATERIAL

1. LC-MS/MS condition

Tune File Values

Source Type: HESI

Capillary Temp (C): 350.00
Source Heater Temp (C): 420.00
Sheath Gas Flow (arb): 50.00
Aux Gas Flow (arb): 16.00
Sweep Gas Flow (arb): 0.00

POSITIVE POLARITY NEGATIVE POLARITY
Source Voltage (kV): 4.00 Source Voltage (kV): 4.00
Source Current (uA): 100.00 Source Current (uA): 100.00
Capillary Voltage (V): 47.00 Capillary Voltage (V): -2.00
Tube Lens (V): 100.00 Tube Lens (V): -43.39
Skimmer Offset (V): 0.00 Skimmer Offset (V): 0.00

Multipole RF Amplifier (Vp-p): 400.00 Multipole RF Amplifier (Vp-p): 400.00
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Multipole 00 Offset (V): -8.00
Lens 0 Voltage (V): -9.00
Multipole 0 Offset (V): -9.25
Lens 1 Voltage (V): -13.00
Gate Lens Offset (V): -38.00
Multipole 1 Offset (V): -12.50
Front Lens (V): -14.00

Multipole 00 Offset (V): 7.50
Lens 0 Voltage (V): 7.50
Multipole 0 Offset (V): 8.50
Lens 1 Voltage (V): 18.00
Gate Lens Offset (V): 74.00
Multipole 1 Offset (V): 15.50

Front Lens (V): 8.75

The curve of each analyte of interest was performed on 3 different days using fresh independent

standard stock in the calibration range as shown in Table 7. The back-calculation was performed as a

guantitative area ratio method, Quadratic regression with 1/X”*2 weighing factor. All the analytes

LLOQ levels were within 20% of respective nominal concentration, and other calibrators were within

15% of respective nominal concentration. The correlation coefficient of all the analytes was NLT

0.99, indicating the method linear at a defined concentration range.
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Figure S1: Calibration Curves from Three CC runs for Ceftriaxone.
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Figure S2: Calibration Curves from Three CC runs for Cefotaxime.
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Figure S3: Calibration Curves from Three CC runs for Cefoperazone.
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Figure S4: Calibration Curves from Three CC runs for Piperacillin.
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Figure S5: Calibration Curves from Three CC runs for Sulbactam.
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Figure S6: Calibration Curves from Three CC runs for Tazobactam.
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Figure S7: Calibration Curves from Three CC runs for Ampicillin.
Figure S8: Calibration Curves from Three CC runs for Cefuroxime.
Meropenam Meropenam Meropenam
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Figure S9: Calibration Curves from Three CC runs for Meropenem.



Table S1: Intercept, Slope, X-value, and R? values of three calibration curves in plasma matrix.

Drug Run Intercept, Slope, X-value, R?
Calibration Curve-I Y =-0.159128+0.268283*X-0.000223365*X"2 R"2 = 0.9951
Ceftriaxone Calibration Curve-ll Y =-0.165016+0.271646*X-0.000295235*X"2 R"2 = 0.9955
Calibration Curve-Il1 Y =-0.164848+0.271574*X-0.000270556*X"2 R”"2 =0.9956
Calibration Curve-I Y =0.00136653+0.0242491*X+8.95397e-005*X"2 R"2 = 0.9958
Cefotaxime Calibration Curve-II Y =-0.00173982+0.032136*X+6.62509e-005*X"2 R"2 =0.9932
Calibration Curve-11I Y =-0.000756475+0.0402463*X+0.000109473*X"2 R"2 = 0.9936
Calibration Curve-I Y = 0.00091965+0.0124405*X+5.54673e-006*X"2 R"2 = 0.9953
Cefoperazone | Calibration Curve-II Y =0.00183729+0.0105879*X+1.32432e-005*X"2 R”2 = 0.9956
Calibration Curve-11I Y = 0.000895418+0.0100438*X+2.42937e-005*X"2 R”"2 =0.9961
Calibration Curve-I Y = 0.00229094+0.0287998*X+1.53338e-005*X"2 R"2 = 0.9946
Piperacillin Calibration Curve-II Y =0.00196767+0.0318921*X+1.84654e-005*X"2 R"2 = 0.9987
Calibration Curve-11I Y = 0.000441436+0.0170086*X+7.82226€-007*X"2 R~"2 =0.9977
Calibration Curve-I Y =0.00160834+0.110478*X+0.000798047*X"2 R"2 =0.9931
Sulbactam Calibration Curve-II Y =0.00354043+0.121964*X-0.000198646*X"2 R"2 =0.9940
Calibration Curve-I11 Y =0.00346219+0.0921389*X+0.000129963*X"2 R”"2 = 0.9934
Calibration Curve-I Y =0.00436141+0.189212*X-0.00105968*X"2 R"2 = 0.9960
Tazobactam Calibration Curve-II Y =0.00456412+0.286173*X-0.00252195*X"2 R"2 = 0.9947
Calibration Curve-Il11 Y =0.00539839+0.247152*X-0.00207054*X"2 R"2 = 0.9949
Calibration Curve-I Y =-0.00291992+0.0186255*X-6.20053e-007*X"2 R”"2 =0.9916
Cefuroxime Calibration Curve-II Y =-0.00397282+0.0185615*X-2.50968e-006*X"2 R”"2 =0.9940
Calibration Curve-11I Y =-0.00341882+0.0180278*X+3.81339e-006*X"2 R~"2 =0.9945
Calibration Curve-I Y =0.00419302+0.0692249*X+0.000198296*X"2 R”2 = 0.9955
Ampicillin Calibration Curve-II Y =0.00379704+0.0698799*X+0.000150072*X"2 R”"2 = 0.9969
Calibration Curve-11I Y =0.00357277+0.0702756*X+9.60903e-005*X"2 R/2 = 0.9959
Calibration Curve-I Y =1.59822e-005+0.00672411*X+9.62082e-006*X"2 R”"2 = 0.9945
Meropenem Calibration Curve-II Y = 3.53064e-006+0.00674274*X+9.60232e-006*X"2 R”2 = 0.9948
Calibration Curve-I11 Y =-1.31339e-005+0.00676768*X+9.57756e-006*X"2 R"2 =0.9938




Table S2: Calculated % recovery after back calculation from linearity plot for each calibrator in plasma matrix.

Analyte

alibrator

ccl cc1 cc2 cc2 cc3 cc3 cca cc4 ccs ccs cce cce ccr ccr ccs ccs cco cco cco | cco
Linearity-1 10174 | 9356 11046 | 96.00 10836 | 11027 | 8517 89.69 10827 | 10270 | 9275 | o121 99.25 10483 | 10746 | 95.84 10136 | 106.77 | 96.15 97.57
Ceftriaxone Linearity-2 10207 | 93.44 10741 | 97.92 11383 | 10714 | 87.70 87.60 10215 | 10494 | 9284 | 90.79 10527 | 106.00 | 99.16 100.75 | 10464 | 10366 | 96.67 96.00
Linearity-3 90.70 10697 | 10694 | 9258 10713 | 10066 | 92.29 10536 | 89.18 10362 | 89.21 10011 | 10660 | 98.17 10216 | 98.95 97.50 10377 | 99.44 99.61
Linearity-1 85.78 111.87 | 11284 | 9525 90.75 100.62 | 103.08 | 96.66 10240 | 97.15 98.89 10241 | 10025 | 101.87 | 10331 | 10206 | 97.04 | 96.01 97.88 103.56
Cefotaxime Linearity-2 96.34 10071 | 10059 | 94.93 88.22 9454 | 96.03 101.17 | 88.19 10001 | 10242 | 10454 | 10880 | 109.90 | 10027 | 107.49 | 10067 | 10019 | 93.3 92.33
Linearity-3 98.16 100.00 | 10203 | 89.15 92.06 96.73 90.94 10552 | 90.40 93.97 10920 | 10742 | 10355 | 10800 | 107.80 | 10603 | 9557 10235 | 9511 95.27
Linearity-1 96.48 10152 | 117.07 | 8744 | 0436 105.73 | 99.87 95.06 98.48 98.51 99.15 106.36 | 99.32 10089 | 10155 | 102.97 | 94.47 95.67 10121 | 102.92
Cefoperazone Linearity-2 112.73 | 87.70 109.33 | 91.19 100.34 | 96.38 108.50 | 96.99 89.96 98.79 10152 | 10133 | 10110 | 10210 | 10143 | 10531 | 99.87 99.93 97.70 97.34
Linearity-3 98.29 99.23 9934 | 10057 | 9119 96.74 10764 | 10144 | 9264 106.13 | 99.03 10256 | 10072 | 10217 | 93.79 10046 | 91.38 99.09 10282 | 10506
Linearity-1 10062 | 91.25 10250 | 89.68 10012 | 10023 | 10833 | 10444 | 10123 | 10115 | 97.70 10136 | 93.17 92.80 94.69 93.23 95.47 100012 | 10466 | 100.13
Piperacillin Linearity-2 97.80 103.98 | 94.42 100.03 | 99.90 10444 | 10411 | 10171 | 92.36 97.73 10096 | 99.18 99.63 10050 | 10006 | 103.02 | 10274 | 10154 | 97.20 98.56
Linearity-3 99.80 104.97 | 97.92 91.01 97.03 101.06 | 10637 | 10821 | 96.35 97.48 97.61 10146 | 10557 | 97.12 10018 | 100.67 | 94.46 99.92 10273 | 100.08
Linearity-1 94.56 10444 | 11389 | 9240 89.55 100.15 | 10510 | 94.60 10022 | 95.92 98.22 100.86 | 109.80 | 101.02 | 95.69 97.89 11010 | 10568 | 88.57 100.03
Sulbactam Linearity-2 10742 | 9791 87.00 106.44 | 91.88 96.02 108.46 | 97.69 90.93 99.03 10209 | 10503 | 10784 | 11408 | 10176 | 98.14 95.43 93.61 102.68 | 96.62
Linearity-3 10079 | 10244 | 9751 97.35 89.07 108.03 | 93.01 111.37 | 9155 89.56 10591 | 98.19 107.00 | 10731 | 10612 | 11078 | 93.68 101.34 | 9598 92.80
Linearity-1 100.04 | 95.34 96.06 10757 | 10162 | 11042 | 10792 | 101.16 | 10027 | 97.11 9035 | 91.20 96.88 10060 | 97.44 | 9375 10167 | 98.49 10439 | 110.54
Tazobactam Linearity-2 10241 | 8959 10043 | 10933 | 10615 | 111.82 | 10056 | 97.88 93.14 10238 | 92.92 91.89 98.15 98.16 93.29 91.80 10624 | 11077 | 10957 | 105.07
Linearity-3 94.38 10573 | 10149 | 96.21 94.58 11025 | 10138 | 10574 | 87.84 96.45 97.03 | 9485 11128 | 10646 | 103.79 | 11024 | 9421 10011 | 9600 | 8737
Linearity-1 95.95 96.19 11223 | 107.24 | 90.40 97.03 106.64 | 10096 | 10017 | 97.57 95.31 10408 | 9564 | 8951 103.09 | 106.66 | 98.00 10492 | 96.22 102.03
Ampicillin Linearity-2 91.73 103.08 | 9884 | 9356 91.93 107.60 | 98.73 103.00 | 85.19 93.80 9438 | 92.20 10863 | 10381 | 10114 | 10759 | 9156 98.46 9335 | 84m2
Linearity-3 95.42 92.66 11065 | 10572 | 88.71 95.28 10502 | 99.35 99.16 96.53 90.59 10449 | 10200 | 94.93 96.85 10383 | 95.70 10253 | 93.63 103.74
Linearity-1 10032 | 10841 | 87.20 99.32 86.12 98.27 98.50 108.16 | 10445 | 10379 | 99.32 10440 | 11256 | 92.09 99.84 101.90 | 94.55 10134 | 97.68 10148
Meropenem Linearity-2 10043 | 10850 | 87.16 99.24 85.96 98.07 98.27 10791 | 10419 | 10353 | 99.07 10414 | 11230 | 9541 99.62 10167 | 94.35 1012 | 10129 | 97.49
Linearity-3 10057 | 10861 | 87.10 99.13 85.75 97.82 97.97 10757 | 103.84 | 10319 | 98.74 10380 | 11657 | 95.11 99.32 101.37 | 94.08 100.84 | 97.24 101.02
Linearity-1 10521 | 107.41 | 88.28 89.06 90.87 93.73 11279 | 10402 | 99.60 95.74 11214 | 11208 | 10315 | 88.54 92.21 103.93 | 99.52 97.04 102.08 | 10261
Cefuroxime Linearity-2 10249 | 10616 | 91.37 92.15 92.60 95.48 113.98 | 10516 | 10046 | 96.57 96.84 11314 | 10472 | 9274 94.08 100.18 | 101.60 | 93.79 10123 | 105.29
Linearity-3 10047 | 10521 | 10243 | 10620 | 88.94 93.32 94.47 97.42 11057 | 10757 | 9485 | 98.37 98.26 11455 | 10389 | 94.28 92.93 98.70 98.98 98.54




2. Accuracy and Precision

Within-run accuracy and precision were evaluated by analysing six replicates of QCs (LLOQ, LQC, MQC and HQC) concentration levels in each analytical
run. Between-run accuracy and precision were evaluated by analysing each QC concentration level in three analytical runs over three days and calculated by
combining the data from all runs.

Table S3: Accuracy and Precision of Ceftriaxone.

Plasma Conc. (ug/mL) DBS Conc. (ug/mL)
Nominal Conc. (ug/mL)
LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Batch 1 Accuracy (%) 99.22 106.75 105.91 103.81
n=6 Precision (%CV) 6.38 6.05 6.99 7.43
Accuracy (%) 87.43 99.76 106.85 105.36
Batch 2 n=6 NA
Precision (%CV) 4.68 5.79 3.98 6.51
Accuracy (%) 111.18 106.13 105.25 103.71
Batch 3 n=6
Precision (%CV) 2.47 4.35 4.05 3.15
Between run accuracy and precision
Accuracy (%)
n=18 — 99.28 104.21 106.00 104.29 NA
Precision (%CV) 11.19 5.99 4.92 5.68




Table S4: Accuracy and Precision of Cefotaxime.

Plasma conc. (ug/mL)

DBS conc. (ug/mL)

Nominal conc. (ug/mL)
LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Batch 1 Accuracy (%) 102.75 107.29 103.84 104.22
n=6 Precision (%CV) 8.15 6.02 4.10 1.72
Accuracy (%) 116.50 103.14 110.35 106.60
Batch 2 n=6 NA
Precision (%CV) 7.96 5.88 2.18 2.18
Accuracy (%) 106.96 104.23 106.61 96.63
Batch 3 n=6
Precision (%CV) 3.70 3.25 2.59 5.74
Between run accuracy and precision
Accuracy (%)
=18 109.09 104.89 106.93 102.48 NA
Precision (%CV) 8.41 5.20 3.83 5.41




Table S5: Accuracy and Precision of Cefoperazone.

Nominal conc. (ug/mL)

Plasma conc. (ug/mL)

DBS conc. (ug/mL)

LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Accuracy (%) 98.02 104.55 99.41 102.97
Batch 1
n=6
Precision (%CV) 11.17 6.06 5.64 2.19
Accuracy (%) 94.99 94.79 102.32 100.03
Batch 2 n=6 NA
Precision (%CV) 8.16 7.71 2.32 1.49
Accuracy (%) 98.11 99.23 94.08 91.76
Batch 3 n=6
Precision (%CV) 5.60 6.84 2.61 5.20
Between run accuracy and precision
Accuracy (%) 96.98 99,52 98.60 98.26
n=18 ' ' ' ' NA
Precision (%CV
recision (%CV) 8.02 7.64 5.07 5.8




Table S6: Accuracy and Precision of Piperacillin.

Plasma conc. (pg/mL) DBS conc. (ug/mL)
Nominal conc. (pg/mL)
LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Accuracy (%) 101.71 106.35 96.34 102.10
Batch 1
n=6
Precision (%CV) 3.92 4.56 5.99 3.42
Accuracy (%) 102.60 99.52 102.24 100.00
Batch 2 n=6 NA
Precision (%CV) 2.46 5.07 4.06 3.08
Accuracy (%) 94.40 93.66 88.13 93.23
Batch 3 n=6
Precision (%CV) 7.35 6.04 2.67 2.74
Between run accuracy and precision
Accuracy (%)
n=18 99.44 99.85 95.57 98.44 NA
Precision (%CV
recision (%CV) 6.03 7.24 7.54 4.92




Table S7: Accuracy and Precision of Sulbactam.

Plasma conc. (ug/mL) DBS conc. (ug/mL)
Nominal conc. (ug/mL)
LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Accuracy (%) 92.60 106.37 108.28 108.36
Batch 1
n=6
Precision (%CV) 7.60 5.43 3.25 3.89
Accuracy (%) 96.92 98.34 109.57 101.37
Batch 2 n=6 NA
Precision (%CV) 8.10 8.24 3.19 6.78
Accuracy (%) 103.45 94.44 90.60 92.79
Batch 3 n=6
Precision (%CV) 5.37 8.59 2.92 4.32
Between run accuracy and precision
Accuracy (%) 97.95 99.72 102.82 100.84
n=18 ' ' ' ' NA

Precision (%CV)

8.04 8.66 9.15 8.10




Table S8: Accuracy and Precision of Tazobactam.

Nominal conc. (ug/mL)

Plasma conc. (ug/mL)

DBS conc. (ug/mL)

LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Accuracy (%) 92.09 106.66 104.28 104.63
Batch 1
n=6
Precision (%CV) 6.52 3.91 4.06 6.23
Accuracy (%) 93.63 99.47 97.70 99.74
Batch 2 n=6 NA
Precision (%CV) 7.15 4.84 7.19 8.72
Accuracy (%) 103.82 104.74 98.59 96.04
Batch 3 n=6
Precision (%CV) 9.32 5.73 5.77 7.93
Between run accuracy and precision
Accuracy (%)
n=18 96.78 103.62 100.19 100.13 NA
Precision (%CV)
9.33 5.49 6.18 8.05




Table S9: Accuracy and Precision of Ampicillin.

Nominal conc. (ug/mL)

Plasma conc. (ug/mL) DBS conc. (ug/mL)

LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Accuracy (%) 97.66 99.37 100.38 99.17
Batch 1
n=6
Precision (%CV) 5.38 2.70 4.42 2.79
Accuracy (%) 96.94 94.92 98.42 104.45
Batch 2 n=6 NA
Precision (%CV) 5.22 3.52 2.43 5.72
Accuracy (%) 97.68 96.95 103.7 100.40
Batch 3 n=6
Precision (%CV) 6.95 3013 3.98 4.02
Between run accuracy and precision
Accuracy (%)
n=18 97.43 97.08 100.83 98.23 NA
Precision (%CV)
5.52 3.48 4.11 4.82




Table S10: Accuracy and Precision of Meropenem.

Nominal conc. (pg/mL)

Plasma conc. (1g/mL)

DBS conc. (ug/mL)

LLOQ LQC MQC HQC LLOQ LQC MQC HQC
Within run accuracy and precision
Accuracy (%) 94.92 98.92 100.38 98.92
Batch 1
n=6
Precision (%CV) 3.52 341 4.42 2.99
Accuracy (%) 96.95 97.66 95.13 104.45
Batch 2 n=6 NA
Precision (%CV) 3.13 5.51 6.28 2.29
Accuracy (%) 97.68 96.94 103.70 100.31
Batch 3 n=6
Precision (%CV) 6.95 5.22 3.98 4.15
Between run accuracy and precision
Accuracy (%)
n=18 96.52 97.84 99.74 99.22 NA
Precision (%CV
Ision (%6CV) 6.69 4.5 5.85 3.15




Table S11: Accuracy and Precision of Cefuroxime.

Plasma conc. (pg/mL) DBS conc. (ug/mL)
Nominal conc. (pg/mL)

LLOQ LQC MQC HQC LLOQ LQC MQC

HQC

Within run accuracy and precision

Accuracy (%) 97.66 99.37 100.38 99.17
Batch 1
n=6
Precision (%CV) 5.51 2.70 4.42 2.79
Accuracy (%) 96.94 94.92 98.42 104.45
Batch 2 n=6 NA
Precision (%CV) 5.22 3.52 2.43 5.72
Accuracy (%) 97.68 96.95 102.18 100.82
Batch 3 n=6
Precision (%CV) 6.95 3.13 1.68 3.59
Between run accuracy and precision
Accuracy (%)
n=18 97.43 97.08 100.33 98.37 NA
Precision (%CV
Ision (%6CV) 5.52 3.48 3.25 4.79




3. Recovery of analytes from Plasma Matrix
Table S12: Recovery from plasma and DBS matrix.

Parameter Plasma samples DBS samples
LLOQ | LQC | MQC | HQC | Mean LLOQ |LQC MQC | HQC | Mean
Ceftriaxone (n=6)

Re‘(:%ery 86.65 94.87 92.91 100.47 93.725 | 37.96952 | 47.95796 | 51.45948 | 60.97864 | 49.5914
%CV 3.9 458 2.44 201 6.08 20.12 11.45 1845 856 19.16
Cefotaxime (n=6)

Re?%ery 90.31 89.19 79.75 89.68 87.2325 | 66.15372 | 68.43072 | 78.44952 77.16 72.54849
%CV 8.54 4.24 2.63 112 5.74 12.65 10.47 465 7.8 8.49
efoperazone (n=6)

Re‘(:%ery 96.72 94.89 96.16 91.98 94.9375 62.475 | 49.10152 | 58.39775 | 65.71344 | 58.92193
%CV 8.95 351 253 231 2.23 14.65 708 | 111 10 12.22
Piperacillin (n=6)

Reﬁ%ery 84.06 94.44 81.09 92.8 88.0075 | 76.42552 | 86.74792 | 81.68792 | 88.61072 | 83.36802
%CV 3.85 43 267 3.23 741 12.22 4.75 15.42 6.54 6.57
Sulbactam (n=6)

Re‘(:%ery 90.42 93.05 92.44 94.55 92.615 | 56.18552 | 68.9266 | 68.30928 | 74.3212 | 66.93565
%CV 5.37 413 1.82 571 1.85 15.46 8.566 546  10.12 11.44
Tazobactam (n=6)

Re‘z%ery 82.87 99.6 95.29 945 93.065 | 58.62444 | 755552 | 71.19348 | 74.268 | 69.91028
%CV 3.73 101 263 5.01 7.69 10.89 1213 6312 573 11.08




Ampicillin

Recovery

%) 93.14 97.01 96.566 94.15 95.2165 | 69.01768 | 72.93412 | 76.48479 | 73.8956 | 73.08305
%CV 234 6.55 4.42 3.464 1.96 9.637 7.164 679  4.89 4.24
Meropenem
Re‘(:%ery 87.45 93.455 94.15 90.68 | 91.43375 | 63.2594 | 69.33646 | 70.0398 | 70.20352 | 68.2098
%CV 5.82 4.86 2.35 355 3.34 10 4.661 642 297 4.87
Cefuroxime
Re‘z%ery 94.56 97.45 92.45 93.166 | 94.4065 | 70.45472 | 73.3794 | 68.3194 | 72.84862 | 71.25054
%CV 6.45 218 3.45 5.42 234 4.656 575 245  4.98 3.27
Ceftiofur (n=24)

Recovery
) 93.88 72.611
%CV 3.22 15145




4. Dilution integrity
The Dilution Integrity (DI) WS was prepared in such a way that 5% spiking into blank plasma resulted in two times of ULOQ of the respective
analyte, as shown in Table 20. Two dilution factors, 1:3 and 1:4, in 5 replicate samples were performed, and the accuracy and precision of
analytes from nominal concentration was evaluated. All of the dilution integrity samples of all analytes resulted in accuracy within £15% of
nominal concentration and precision below 15% CV.
Table S13: Accuracy and Precision of Dilution Integrity Standards.

Dilution 1:3 Dilution 1:4
Analyte Concentration (ug/mL)

% Accuracy %CV % Accuracy %CV

Ceftriaxone 400.00 103.17 2.05 108.47 4.33
Cefuroxime 400.00 92.54 5.04 104.8 5.98
Cefoperazone 400.00 106.36 3.55 110.81 2.37
Piperacillin 200.00 97.19 4.18 104.10 4.25
Cefotaxime 200.00 108.23 411 111.08 291
Sulbactam 80.00 101.87 3.06 107.66 4.01
Tazobactam 80.00 102.83 2.57 100.22 6.89
Ampicillin 200.00 93.26 4.65 90.78 5.35
Meropenem 200.00 89.54 3.49 96.80 3.97




5. Short-term Stability study of analytes in plasma matrix

Table S14: Short-term Stability study of analytes in plasma matrix

Analyte/ | Ceftriaxone Cefotaxime Cefoperazone Piperacillin Sulbactam Tazobactam Ampicillin Meropenem Cefuroxime Ceftiofur (1S)
2. Leve
Condition %Assay | SD | %Assay | SD | %Assay | SD | %Assay | SD | %Assay | SD | %Assay | SD | %Assay | SD | %Assay | SD | %Assay | SD | %Assay | SD
Standard Stock Solution | 99.38 | 2.23 | 100.05 | 3.66 | 9954 | 348 | 9950 | 332 | 9879 | 1.79 | 100.03 | 406 | 99.44 | 3.16 | 99.30 | 227 | 98.89 | 1.68 | 100.16 | 4.21
‘S’\t’;’r:'é;’:g LQC | 9968 | 272 | 9945 | 347 | 97.82 | 273 | 9885 | 241 | 9737 |208| 9861 | 346 | 97.99 | 204 | 9857 | 1.92 | 9745 | 2.37
! 99.61 | 1.86
Bi‘é'“ggrl‘)f);) HQC | 9956 | 204 | 9815 | 288 | 9801 |313| 9921 | 171 | 9711 |222| 9876 | 327 | 9848 | 235 | 9877 |426| 9789 | 2.22
Be(':gc:;Op LQC | 9931 | 382 | 9892 | 208 | 9814 | 222 | 9947 | 361 | 9800 | 170 | 9850 | 260 | 9657 | 1.84 | 94.68 | 2.13 | 98.67 | 2.32
NA
temgirﬁ)t“re' HQC | 9819 | 243 | 9806 | 355 | 99.03 | 3.03| 9775 | 228 | 9686 | 260 | 97.07 | 3.02 | 9849 | 3.88 | 9658 | 2.98 | 9855 | 3.06
LQC | 9712 | 233 | 9842 | 189 | 9714 | 263 | 9862 | 174 | 9818 | 215 | 9655 | 354 | 9558 | 337 | 9543 | 483 | 97.60 | 3.25
Autosampler 99.55 4.58
(10°C,36h) | poc | 9879 | 184 | 9890 | 327 | 9837 | 394 | 9937 |370| 9774 | 161 | 9717 | 426 | 9765 | 359 | 9495 | 429 | 9836 | 178
Processed- LQC | 9768 | 398 | 9747 | 396 | 96.87 | 354 | 9996 | 360 | 9642 | 287 | 9597 | 312 | 9645 | 296 | 9465 | 322 | 97.33 | 3.03
sample (2- 98.87 3.72
8°C, 72 h) HQC | 9732 | 194 | 9643 | 337 | 9868 |323| 9513 | 379 | 9902 | 269 | 99.73 | 208 | 9460 | 1.63 | 96.80 | 503 | 9878 | 155
Freezthaw (- | LQC | 9656 | 330 | 9455 | 287 | 9691 |333| 9772 | 284 | 9564 | 222 | 9754 |395| 9378 | 357 | 9445 | 540 | 96.40 | 4.05
70°C, 3 NA
cycles) HQC | 9677 | 252 | 9646 | 297 | 9804 | 212 | 9626 | 334 | 9496 | 206 | 9953 | 166 | 9545 | 418 | 9385 | 214 | 9554 | 247

NA: Not applicable




6. Long-term Stability study of analytes in plasma matrix at -70°C

Table S15: Long-term Stability study of analytes in plasma matrix at -70°C

Analyte Piperacillin Tazobactam Cefoperazone Sulbactam Cefotaxime Ceftriaxone Ampicillin Meropenem Cefuroxime
Time (Days) %Change SD %Change SD %Change SD %Change SD %Change SD %Change SD %Change SD %Change SD %Change SD

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

3 -0.41 0.062 -0.27 0.012 -0.16 0.064 -0.67 0.12 -0.23 0.04755 -0.46 0.098 -0.35 0.0945 -0.27 0.1032 -0.46 0.101
7 -0.46 0.0904 -0.4 0.098 -0.24 0.0984 -1.2 0.204 -0.3 0.0945 -0.51 0.114 -0.75 0.221 -0.83 0.069 -0.93 0.165
15 -0.96 0.1405 -0.78 0.1054 -1.05 0.45 -1.67 0.3478 -0.56 0.1078 -0.72 0.1246 -1.81 0.245 -1.98 0.132 -1.37 0.245
30 -1.36 0.26 -1.9 0.1645 -1.65 0.224 -3.01 0.1425 -1.68 0.1704 -2.64 0.245 -2.86 0.142 -2.556 0.32 -2.78 0.148
60 -3.86 0.14 -4.06 0.1274 -34 0.2054 -5.98 0.3664 -3.34 0.324 -3.93 0.2954 -4.06 0.414 -5.91 0.2794 -4.5 0.09




