Supplement Table 1. Comparison of baseline characteristics and clinical outcomes between patients with and without 24-hour follow-up lactate measurements.
	Factor
	All
(n = 223)
	Without 24-hr follow-up lactate measurements (n = 44)
	With 24-hr follow-up lactate measurements (n = 179)
	p-value

	Age (year), mean (SD)
	79.39 (8.99)
	78.84 (8.44)
	79.53 (9.14)
	0.65

	Male, n (%)
	105 (47.09)
	17 (38.64)
	88 (49.16)
	0.24

	Comorbidities, n (%) 

	Systemic hypertension
	177 (79.37)
	32 (72.73)
	145 (81.01)
	0.22

	Diabetes mellitus
	98 (43.95)
	17 (38.64)
	81 (45.25)
	0.50

	Congestive heart failure
	41 (18.39)
	10 (22.73)
	31 (17.32)
	0.39

	Chronic-kidney disease
	64 (28.70)
	11 (25.00)
	53 (29.61)
	0.58

	Airway disease
	45 (20.18)
	4 (9.09)
	41 (22.91)
	0.06

	Oncologic
	69 (30.94)
	13 (29.55)
	56 (31.28)
	1.00

	Transplant
	3 (1.35)
	0 (0)
	3 (1.68)
	1.00

	Liver cirrhosis
	21 (9.42)
	2 (4.55)
	19 (10.61)
	0.38

	Ischemic heart disease
	82 (36.77)
	13 (29.55)
	69 (38.55)
	0.30

	Neuromuscular disease
	105 (47.09)
	23 (52.27)
	82 (45.81)
	0.50

	Immunocompromise
	35 (15.70)
	3 (6.82)                                                                                                                                                                                                               
	32 (17.88)
	0.10

	Status, n (%)

	Dependent 
	166 (74.44)
	34 (77.27)
	132 (73.74)
	0.70

	Source of infection, n (%)

	Respiratory system
	118 (52.91)
	22 (50.00)
	96 (53.63)
	0.74

	Gastrointestinal system
	24 (10.76)
	6 (13.64)
	18 (10.06)
	0.58

	Hepatobiliary
	5 (2.24)
	0 (0)
	5 (2.79)
	0.58

	Urinary system
	74 (33.18)
	14 (31.82)
	60 (33.52)
	1.00

	Skin or joint infection
	8 (3.59)
	1 (2.27)
	7 (3.91)
	1.00

	CNS
	1 (0.45)
	0 (0)
	1 (0.56)
	1.00

	Blood stream
	30 (13.45)
	5 (11.36)
	25 (13.97)
	0.80

	other
	13 (5.83)
	2 (4.55)
	11 (6.15)
	1.00

	ESI triage, n (%)

	ESI 1
	88 (39.46)
	9 (20.45)
	79 (44.13)
	0.01

	ESI 2
	121 (54.26)
	31 (70.45)
	90 (50.28)
	

	ESI 3
	14 (6.28)
	4 (9.09)
	10 (5.59)
	

	Vital sign; mean (SD)

	Systolic blood pressure (mmHg) 
	124.60(31.69)
	134.29(29.45)
	122.01(31.67)
	0.02

	Mean arterial pressure (mmHg)
	88.23 (19.37)
	95.38 (19.37)
	86.47 (19.01)
	0.006

	Diastolic blood pressure (mmHg)
	70.13 (15.25)
	75.93 (15.93)
	68.70 (14.77)
	0.004

	Diastolic shock index (DSI)
	1.53 (0.40)
	1.50 (0.28)
	1.53 (0.41)
	0.73

	Body temperature (℃)
	38.17 (1.17)
	38.20 (1.16)
	38.26 (1.17)
	0.52

	Respiratory rate (per-minute)
	27.17 (5.72)
	25.86 (4.63)
	27.49 (5.93)
	0.089

	Oxygen saturation (SpO2, %)
	94.18 (4.71)
	94.36 (2.40)
	94.15 (5.12)
	0.78

	qSOFA, median [IQR]
	1 [1,2]
	1 [1,1]
	1 [1,2]
	0.20

	REWS, median [IQR]
	5 [4,6]
	5 [4,5]
	5 [4,7]
	0.03

	Diagnosis at ED, n (%)

	Sepsis (all)
	223 
	 44 (100.00)
	179 (100.00)
	-

	Sepsis without hypotension
	171 (76.68)
	44 (100.00)
	127 (70.95)
	< 0.001

	Sepsis induces hypotension
	26 (11.66)
	0 (0)
	26 (14.53)
	0.003

	Septic shock
	26 (11.66)
	0 (0)
	26 (14.53)
	< 0.001

	Treatment and outcome

	Triage to antibiotic, mean (SD)
	53.59 [36.67]
	51.20 [27.90]
	54.17 [38.57]
	0.63

	Positive Hemoculture, n (%)
	 79 (35.43)
	7 (15.91)
	72 (40.22)
	0.003

	Vasopressor used, n (%)
	27 (12.11)
	0 (0)
	27 (15.08)
	0.003

	Mechanical ventilation used, n (%)
	33 (14.80)
	2 (4.55)
	31 (17.32)
	0.03

	Admission ICU, n (%)
	41 (18.39)
	2 (4.55)
	39 (21.79)
	0.008

	LOS (day); median [IQR]
	5 [3,12]
	3 [1,7]
	6 [3,13]
	0.001

	28-day hospital free day; median [IQR]
	22 [11,25]
	25 [21,27]
	20 [9,24]
	<0.001

	28-day mortality, n (%)
	24 (10.76)
	0 (0)
	24 (13.41)
	0.006


CNS: Central Nervous System, ESI: The Emergency Severity Index, ℃: celsius, qSOFA: quick Sequential Organ Failure Assessment, REWS: Ramathibodi Early Warning Score, SD: standard diviation, IQR: interquartile range, ED: Emergency department.


Supplementary Table 2. Diagnostic performance of optimal biomarker cut-off values determined by the Youden index for predicting 28-day mortality in older patients with sepsis.
	Optimal biomarker cut-off values
	Mortality rate (Prevalence)
	Sensitivity
	Specificity
	PPV
	NPV
	AUROC

	Initial lactate ≥2.1 mmol/L
	24/223 (10.76%)
	100.00
[85.75-100.00]
	26.63
[20.63-33.35]
	14.12
[9.26-20.27]
	100.00
[93.28-100.00]
	0.63
[0.60-0.66]

	6-hr lactate clearance <32.38%
	23/188 
(12.23%)
	82.61
[61.22-95.05]
	67.88
[60.18 -74.93]
	26.39
[16.70-38.10]
	96.55
[91.41-99.05]
	0.75
[0.66-0.84]

	24-hr lactate clearance <32.39%
	23/179 
(12.85%)
	56.52
[34.49-76.81]
	84.62
[77.98 -89.89]
	35.14
[20.21-52.54]
	92.96
[87.43-96.57]
	0.70
[0.60-0.81]

	Initial LAR ≥0.10 mmol/g
	24/223 (10.76%)
	70.83
[48.91-87.38]
	57.79
[50.60-64.74]
	16.83
[10.12-25.58]
	94.26
[88.54-97.66]
	0.64
[0.54-0.74]

	6-hr LAR clearance <1.01%
	23/188 
(12.23%)
	82.61
[61.22-95.05]
	68.48
[60.81 -75.48]
	26.76
[16.94-38.59]
	96.58
[91.48-99.06]
	0.76
[0.67-0.84]

	24-hr LAR clearance <.30%
	23/179 
(12.85%)
	39.13
19.71-61.46]
	89.74
[83.88 -94.02]
	36.00
[17.97-57.48]
	90.91
[85.22-94.94]
	0.64
[0.54-0.75]


AUROC: area under the receiver operating characteristic curve, LAR: lactate-to-albumin ratio, mmol/L: millimoles per liter, g: gram. AUROC values were calculated using all available data for each biomarker (n = 223, 188, or 179, depending on data availability). Lactate clearance or LAR clearance below the specified cutoff indicated failure to achieve adequate clearance and was treated as the risk factor in the regression analyses. 



