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Definition of Infection
All patients were assessed for eligibility based on the inclusion criteria during their initial visit to the emergency department.  If they met the criteria for infection but not for sepsis, no further assessments were conducted during their hospital stay.  In cases where the initial diagnosis was uncertain (e.g., fever without an obvious source), the determination was made based on the relevant test results obtained during the patient's hospitalization. 
Baseline SOFA score.
The baseline SOFA score is ascertained during the initial emergency department assessment. A score of zero at presentation is recorded as the baseline. For patients with a score greater than zero, the baseline is determined through a retrospective review of medical records from the preceding year. In the absence of available records, the assessment is based on the patient's self-reported clinical history.
Sepsis Assessment Frequency.
Sepsis was captured daily during hospitalization as a ≥2-point rise in SOFA above the baseline calculated at ED admission. If no same-day labs were available, the most recent values were carried forward; any clinical deterioration also triggered immediate re-evaluation. Once the patient is diagnosed with sepsis, daily assessment of the SOFA score is no longer performed.
Admission-to-sepsis time
The variable "Admission-to-sepsis time" is defined as the day when a patient's SOFA score increases by ≥2 points above the baseline, which is established at emergency department admission (T=0), with the specific day determined by the time interval from T=0 as follows: a ≥2-point increase occurring within the first 24 hours (0–24 h) is designated as Day 0, while an increase occurring between 24 and 48 hours (24–48 h) is designated as Day 1.

















e-Table 1 Adjusted association of antibiotic time and the Sepsis development, ICU admission, Hospital mortality in hospitalized patients with infection.
Adjusted Variables: Site infection, Age, Male sex, ACCI, MEWS, WBC, Hb, ALT, Cr, CRP, Emergency admission, Albumin
	Variable
	Sepsis development
	ICU admission
	Hospital mortality
	Adverse clinical outcome

	
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P

	Antibiotic time, h
	1.070 (1.043 - 1.098)
	<0.001
	1.030 (0.993 - 1.067)
	0.104
	1.053 (1.008 - 1.098)
	0.017
	1.069 (1.041 - 1.097)
	<0.001

	Antibiotic time>1h
	1.675 (0.989 - 2.923)
	0.062
	1.306 (0.669 - 2.69)
	0.449
	1.653 (0.623 - 5.349)
	0.352
	1.597 (0.947 - 2.767)
	0.086

	Antibiotic time>2h
	1.755 (1.238 - 2.500)
	0.002
	1.329 (0.822 - 2.164)
	0.248
	2.095 (1.048 - 4.415)
	0.042
	1.650 (1.165 - 2.348)
	0.005

	Antibiotic time>3h
	1.703 (1.192 - 2.434)
	0.003
	1.325 (0.809 - 2.157)
	0.260
	1.314 (0.669 - 2.545)
	0.420
	1.658 (1.159 - 2.370)
	0.006

	Antibiotic time>6h
	2.353 (1.553 - 3.553)
	<0.001
	1.412 (0.787 - 2.482)
	0.237
	2.076 (0.974 - 4.270)
	0.051
	2.345 (1.545 - 3.550)
	<0.001

	Antibiotic time>12h
	3.413 (2.103 - 5.52)
	<0.001
	1.522 (0.762 - 2.948)
	0.222
	2.538 (1.116 - 5.507)
	0.021
	3.251 (1.989 - 5.290)
	<0.001

	Antibiotic time interval
	
	
	
	
	
	
	
	

	≤2h, (n=628)
	Reference
	
	
	
	
	
	
	

	>2h to ≤3h, (n=226)
	1.480 (0.911 - 2.383)
	0.109
	1.203 (0.620 - 2.292)
	0.578
	2.475 (1.039 - 5.932)
	0.040
	1.364 (0.838 - 2.202)
	0.207

	>3h to ≤6h, (n=223)
	1.249 (0.752 - 2.048)
	0.384
	1.239 (0.621 - 2.414)
	0.534
	1.039 (0.331 - 2.939)
	0.945
	1.168 (0.702 - 1.916)
	0.545

	[bookmark: OLE_LINK7][bookmark: OLE_LINK8]>6h to ≤12h, (n=73)
	1.301 (0.623 - 2.602)
	0.468
	1.313 (0.484 - 3.246)
	0.571
	1.378 (0.198 - 5.837)
	0.697
	1.390 (0.681 - 2.742)
	0.352
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	3.956 (2.352 - 6.655)
	<0.001
	1.699 (0.810 - 3.479)
	0.153
	3.444 (1.361 - 8.686)
	0.008
	3.672 (2.171 - 6.204)
	<0.001










e-Table 2 Adjusted association of antibiotic time and the Sepsis development, ICU admission, Hospital mortality in hospitalized patients with infection.
Adjusted Variables: Site infection, Age, Male sex, ACCI, NEWS, WBC, Hb, ALT, Cr, CRP, Emergency admission, Albumin
	Variable
	Sepsis development
	ICU admission
	Hospital mortality
	Adverse clinical outcome

	
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P

	[bookmark: _Hlk171329801]Antibiotic time, h
	1.072 (1.045 - 1.100)
	<0.001
	1.033 (0.996 - 1.070)
	0.076
	1.053 (1.008 - 1.098)
	0.017
	1.071 (1.043 - 1.099)
	<0.001

	Antibiotic time>1h
	1.703 (1.003 - 2.983)
	0.055
	1.325 (0.678 - 2.732)
	0.426
	1.639 (0.620 - 5.279)
	0.358
	1.627 (0.962 - 2.830)
	0.076

	Antibiotic time>2h
	1.768 (1.246 - 2.522)
	0.002
	1.354 (0.837 - 2.206)
	0.219
	2.100 (1.053 - 4.415)
	0.041
	1.660 (1.171 - 2.366)
	0.005

	Antibiotic time>3h
	1.722 (1.203 - 2.465)
	0.003
	1.333 (0.813 - 2.175)
	0.251
	1.283 (0.654 - 2.477)
	0.461
	1.677 (1.171 - 2.403)
	0.005

	Antibiotic time>6h
	2.417 (1.592 - 3.659)
	<0.001
	1.457 (0.810 - 2.568)
	0.200
	2.054 (0.962 - 4.233)
	0.055
	2.412 (1.586 - 3.660)
	<0.001

	Antibiotic time>12h
	3.535 (2.175 - 5.726)
	<0.001
	1.611 (0.805 - 3.126)
	0.167
	2.574 (1.128 - 5.602)
	0.020
	3.371 (2.059 - 5.495)
	<0.001

	Antibiotic time interval
	
	
	
	
	
	
	
	

	≤2h, (n=628)
	Reference
	
	
	
	
	
	
	

	>2h to ≤3h, (n=226)
	1.480 (0.911 - 2.386)
	0.110
	1.235 (0.638 - 2.349)
	0.524
	2.550 (1.075 - 6.097)
	0.033
	1.360 (0.834 - 2.197)
	0.212

	>3h to ≤6h, (n=223)
	1.243 (0.746 - 2.045)
	0.398
	1.228 (0.612 - 2.401)
	0.554
	1.015 (0.323 - 2.874)
	0.978
	1.161 (0.696 - 1.913)
	0.561

	>6h to ≤12h, (n=73)
	1.312 (0.627 - 2.631)
	0.455
	1.301 (0.477 - 3.230)
	0.587
	1.312 (0.188 - 5.569)
	0.742
	1.404 (0.686 - 2.776)
	0.340

	>12h, (n=129)
	4.098 (2.431 - 6.906)
	<0.001
	1.804 (0.859 - 3.702)
	0.112
	3.501 (1.381 - 8.848)
	0.008
	3.806 (2.246 - 6.444)
	<0.001











e-Table 3 Marginal incidence of sepsis, ICU admission rate, and mortality associated with antibiotic time.
Adjusted Variables: Site infection, Age, Male sex, ACCI, SIRS, WBC, Hb, ALT, Cr, CRP, Emergency admission, Albumin
	Variable
	Sepsis development
	ICU admission
	Hospital mortality
	[bookmark: OLE_LINK3]Adverse clinical outcome

	
	Adjust the difference in expected sepsis incidence.
	P
	Adjust the difference in expected ICU admission.
	P
	Adjust the difference in expected mortality.
	P
	Adjust the difference in expected mortality.
	P

	Antibiotic time, h
	0.704% (0.447% - 0.961%)
	<0.001
	0.159% (-0.038% - 0.356%)
	0.114
	0.147% (0.026% - 0.268%)
	0.017
	0.690% (0.430% - 0.950%)
	<0.001

	Antibiotic time>1h
	5.006% (0.178% - 9.833%)
	0.042
	1.336% (-2.212% - 4.884%)
	0.460
	1.266% (-1.134% - 3.667%)
	0.301
	4.585% (-0.294% - 9.463%)
	0.065

	Antibiotic time>2h
	5.894% (2.254% - 9.533%)
	0.002
	1.635% (-1.038% - 4.308%)
	0.231
	2.050% (0.198% - 3.903%)
	0.030
	5.271% (1.632% - 8.910%)
	0.005

	Antibiotic time>3h
	5.932% (1.970% - 9.893%)
	0.003
	1.619% (-1.215% - 4.452%)
	0.263
	0.871% (-1.157% - 2.899%)
	0.400
	5.612% (1.669% - 9.556%)
	0.005

	Antibiotic time>6h
	10.050% (4.814% - 15.287%)
	<0.001
	1.924% (-1.566% - 5.415%)
	0.280
	2.425% (-0.318% - 5.169%)
	0.083
	9.936% (4.730% - 15.143%)
	<0.001

	Antibiotic time>12h
	15.325% (8.511% - 22.140%)
	<0.001
	2.399% (-1.914% - 6.712%)
	0.276
	3.193% (-0.186% - 6.572%)
	0.064
	14.498% (7.759% - 21.237%)
	<0.001

	Antibiotic time interval
	
	
	
	
	
	
	
	

	≤2h, (n=628)
	
	
	
	
	
	
	
	

	>2h to ≤3h, (n=226)
	3.778% (-1.217% - 8.774%)
	0.138
	1.090% (-2.530% - 4.709%)
	0.555
	2.595% (-0.072% - 5.263%)
	0.057
	2.985% (-1.989% - 7.959%)
	0.240

	>3h to ≤6h, (n=223)
	2.271% (-2.712% - 7.254%)
	0.372
	1.311% (-2.511% - 5.134%)
	0.501
	0.128% (-2.219% - 2.475%)
	0.915
	1.638% (-3.331% - 6.607%)
	0.518

	>6h to ≤12h, (n=73)
	2.740% (-4.524% - 10.003%)
	0.460
	1.514% (-3.935% - 6.964%)
	0.586
	1.017% (-3.312% - 5.347%)
	0.645
	3.446% (-3.876% - 10.769%)
	0.356

	>12h, (n=129)
	16.778% (9.730% - 23.825%)
	<0.001
	3.040% (-1.499% - 7.579%)
	0.189
	3.956% (0.474% - 7.438%)
	0.026
	15.721% (8.741% - 22.700%)
	<0.001










e-Table 4. Sensitivity analyses of the adjusted association of Antibiotic time and sepsis, ICU admission, hospital mortality and length of hospital stay in hospitalized patients with infection. 
Adjusted Variables: Site infection, Age, Male sex, ACCI, SIRS, WBC, Hb, ALT, Cr, CRP, Emergency admission, Albumin
	Sensitivity analysis
	Sepsis development
	ICU admission
	Hospital mortality
	Adverse clinical outcome
	Hospital LOS
	ICU LOS*

	
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P
	Adjusted OR (95%CI)
	P
	IRR (95%CI)
	P
	IRR​​ (95%CI)​​
	P

	[bookmark: OLE_LINK5][bookmark: OLE_LINK6]Antibiotic time ≤3h, (n=854)
	1.532(0.978-2.183)
	0.058
	1.380(0.876-2.183)
	0.165
	2.007(1.074-3.839)
	0.031
	1.429(1.003-2.039)
	0.048
	1.031(0.965-1.102)
	0.368
	1.877(1.308-2.718)
	<0.001

	Antibiotic time ≤6h, (n=1077)
	1.091(0.932-1.273)
	0.273
	1.128(0.912-1.387)
	0.257
	1.071(0.765-1.467)
	0.675
	1.058(0.902-1.236)
	0.480
	1.021(0.991-1.053)
	0.174
	1.152(0.947-1.411)
	0.099

	Antibiotic time ≤12h, (n=1150)
	1.055(0.969-1.147)
	0.209
	1.071(0.958-1.191)
	0.216
	1.069(0.890-1.251)
	0.436
	1.063(0.976-1.155)
	0.154
	0.996(0.978-1.015)
	0.675
	0.972(0.861-1.110)
	0.544

	Age≥65years, (n=597)
	1.076(1.037-1.116)
	<0.001
	1.048(1.003-1.093)
	0.032
	1.070(1.013-1.130)
	0.014
	1.073(1.034-1.115)
	<0.001
	1.014(1.005-1.023)
	0.002
	1.024(0.994-1.058)
	0.113

	  Antibiotic time ≤12h,(n=532)
	1.077(0.964-1.201)
	0.186
	1.045(0.909-1.189)
	0.518
	1.079(0.845-1.316)
	0.490
	1.080(0.965-1.208)
	0.177
	1.008(0.980-1.037)
	0.578
	1.009(0.889-1.155)
	0.874

	  Antibiotic time ≤12h
	Reference
	
	
	
	
	
	
	
	
	
	
	

	  Antibiotic time >12h
	3.880(1.917-7.882)
	<0.001
	2.369(1.039-5.264)
	0.036
	3.413(1.244-9.009)
	0.014
	3.691(1.792-7.641)
	<0.001
	1.287(1.093-1.522)
	0.003
	1.584(0.921-2.811)
	0.091

	Exclude early SOFA ≥2 within 24h，(n=1192)
	1.044(1.011-1.076)
	0.007
	1.019(0.967-1.068)
	0.463
	1.085(1.014-1.157)
	0.014
	1.043(1.010-1.075)
	0.009
	NA
	NA
	NA
	NA

	  Antibiotic time ≤12h, (n=1090)
	1.000(0.906-1.098)
	0.996
	1.083(0.948-1.226)
	0.220
	1.094(0.810-1.382)
	0.494
	1.013(0.920-1.110)
	0.789
	NA
	NA
	NA
	NA

	  Antibiotic time ≤12h
	Reference
	
	
	
	
	
	
	
	
	
	
	

	  Antibiotic time >12h
	2.345(1.298-4.134)
	0.004
	1.039(0.365-2.636)
	0.939
	4.083(1.137-13.415)
	0.023
	2.225(1.225-3.942)
	0.007
	NA
	NA
	NA
	NA

	​​Excluding early death/AMA，(n=1265)
	1.071(1.043-1.099)
	<0.001
	1.030(0.992-1.067)
	0.116
	1.053(0.999-1.106)
	0.046
	1.069(1.041-1.098)
	<0.001
	NA
	NA
	NA
	NA

	  Antibiotic time ≤12h, (n=1139)
	1.053(0.963-1.147)
	0.247
	1.048(0.929-1.173)
	0.428
	0.926(0.684-1.161)
	0.558
	1.062(0.973-1.156)
	0.171
	NA
	NA
	NA
	NA

	  Antibiotic time ≤12h
	Reference
	
	
	
	
	
	
	
	
	
	
	

	  Antibiotic time >12h
	3.454(2.111-5.623)
	<0.001
	1.718(0.851-3.357)
	0.121
	2.773(1.044-6.904)
	0.033
	3.277(1.99-5.365)
	<0.001
	NA
	NA
	NA
	NA


* This study was confined to the analysis of patients admitted to the ICU.
AMA: Against Medical Advice


e-Table 5 Sensitivity analyses employing alternative analysis methods to measure sepsis development associated with antibiotic time.
	Analysis method
	OR for sepsis development when antibiotic time is >12 hours. (95% CI)
	P

	Multivariable logistic regression
	3.468(2.131-5.623)
	[bookmark: OLE_LINK10][bookmark: OLE_LINK9]<0.001

	Propensity-based inverse probability of treatment weighting
	3.596(2.188-5.875)
	<0.001

	Matched pairs based on gain-weighted Gower’s distance
	2.619(1.310-5.406)
	0.007



