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Supplementary table 1. Overall characteristics of alternating therapy subgroup
	
	2-3 h
(n=44,669)
	3-4 h
(n=48,472)
	4-5 h
(n=44,976)
	P valuea
	Effect sizeb

	Male sex, n (%)
	22,547 (50.47)
	24,958 (51.48)
	23,116 (51.39)
	.003
	0.000

	Age, mean (SD), months
	29.34 (17.06)
	29.62 (17.52)
	29.79 (18.00)
	<.001
	0.000

	Weight, mean (SD), kg
	14.51 (3.95)
	14.61 (4.03)
	14.66 (4.17)
	<.001
	0.000

	Number of antipyretic records per case, mean (SD)
	3.28 (0.92)
	3.18 (0.81)
	2.92 (0.71)
	<.001
	0.032

	Number of body temperature records per case, mean (SD)
	19.68 (13.54)
	20.61 (13.82)
	20.71 (14.18)
	<.001
	0.001

	Baseline body temperature, mean (SD), ℃
	38.82 (0.53)
	38.76 (0.49)
	38.73 (0.48)
	<.001
	0.005

	Time interval between first and second antipyretic, mean (SD), h 
	2.41 (0.30)
	3.49 (0.29)
	4.46 (0.29)
	<.001
	0.883

	Time interval between second and third antipyretic, mean (SD), h 
	4.67 (2.01)
	4.30 (1.72)
	4.32 (1.55)
	<.001
	0.009

	Cases with third antipyretic, n (%)
	35,430 (79.31)
	38,778 (80.00)
	32,558 (72.38)
	<.001
	0.006

	Maximum body temperature within 8 h of first antipyretic administered, mean (SD), ℃ 
	39.11 (0.53)
	39.06 (0.51)
	39.01 (0.51)
	<.001
	0.034


Baseline, the closest body temperature record within 1 h (before or after) of the first antipyretic dose 
aChi-square test (for categorical variables); ANOVA (for continuous variables)
bEta-squared (0.01: small, 0.06: medium, 0.14: large)





Supplementary table 2. Details regarding each hour 
	
	2-3 h
(n=44,669)
	3-4 h
(n=48,472)
	4-5 h
(n=44,976)
	P valuea
	Effect sizeb

	n (%)

	
	At hour 1
	44,669 (100.00)
	48,472 (100.00)
	44,976 (100.00)
	
	

	
	At hour 2
	44,668 (100.00)
	48,472 (100.00)
	44,975 (100.00)
	.58
	0.000

	
	At hour 3
	44,524 (99.68)
	48,465 (99.99)
	44,974 (100.00)
	<.001
	0.002

	
	At hour 4
	44,240 (99.04)
	48,289 (99.62)
	44,955 (99.95)
	<.001
	0.003

	
	At hour 5
	43,678 (97.78)
	48,018 (99.06)
	44,661 (99.30)
	<.001
	0.003

	
	At hour 6
	43,159 (96.62)
	47,522 (98.04)
	44,364 (98.64)
	<.001
	0.003

	
	At hour 7
	42,701 (95.59)
	47,081 (97.13)
	43,880 (97.56)
	<.001
	0.002

	
	At hour 8
	42,184 (94.44)
	46,580 (96.10)
	43,474 (96.66)
	<.001
	0.002

	
	At hour 9
	41,639 (93.22)
	46,070 (95.04)
	42,979 (95.56)
	<.001
	0.002

	
	At hour 10
	41,099 (92.01)
	45,491 (93.85)
	42,452 (94.39)
	<.001
	0.002

	
	At hour 11
	40,483 (90.63)
	44,888 (92.61)
	41,917 (93.20)
	<.001
	0.002

	
	At hour 12
	39,806 (89.11)
	44,212 (91.21)
	41,334 (91.90)
	<.001
	0.002

	Body temperature, mean (SD), °C

	
	Baseline
	38.82 (0.53)
	38.76 (0.49)
	38.73 (0.48)
	<.001
	0.005

	
	At hour 1
	38.59 (0.50)
	38.40 (0.49)
	38.33 (0.51)
	<.001
	0.044

	
	At hour 2
	38.49 (0.52)
	38.23 (0.55)
	38.11 (0.58)
	<.001
	0.077

	
	At hour 3
	38.35 (0.58)
	38.43 (0.54)
	38.19 (0.57)
	<.001
	0.031

	
	At hour 4
	38.09 (0.69)
	38.51 (0.57)
	38.47 (0.56)
	<.001
	0.086

	
	At hour 5
	38.03 (0.74)
	38.27 (0.64)
	38.51 (0.57)
	<.001
	0.081

	
	At hour 6
	38.12 (0.76)
	38.18 (0.69)
	38.24 (0.63)
	<.001
	0.005

	
	At hour 7
	38.22 (0.76)
	38.24 (0.72)
	38.13 (0.69)
	<.001
	0.004

	
	At hour 8
	38.29 (0.74)
	38.31 (0.73)
	38.19 (0.72)
	<.001
	0.005

	
	At hour 9
	38.32 (0.72)
	38.36 (0.71)
	38.28 (0.72)
	<.001
	0.002

	
	At hour 10
	38.32 (0.72)
	38.37 (0.70)
	38.33 (0.71)
	<.001
	0.001

	
	At hour 11
	38.30 (0.71)
	38.37 (0.70)
	38.33 (0.70)
	<.001
	0.001

	
	At hour 12
	38.29 (0.71)
	38.35 (0.70)
	38.31 (0.70)
	<.001
	0.001

	Body temperature reduction from baseline, mean (SD), °C

	
	At hour 1
	-0.24 (0.45)
	-0.37 (0.43)
	-0.40 (0.44)
	<.001
	0.025

	
	At hour 2
	-0.33 (0.59)
	-0.54 (0.58)
	-0.62 (0.60)
	<.001
	0.041

	
	At hour 3
	-0.47 (0.69)
	-0.34 (0.60)
	-0.55 (0.62)
	<.001
	0.018

	
	At hour 4
	-0.73 (0.79)
	-0.26 (0.64)
	-0.26 (0.61)
	<.001
	0.093

	
	At hour 5
	-0.79 (0.84)
	-0.50 (0.72)
	-0.22 (0.63)
	<.001
	0.089

	
	At hour 6
	-0.70 (0.86)
	-0.59 (0.77)
	-0.49 (0.71)
	<.001
	0.011

	
	 At hour 7
	-0.60 (0.86)
	-0.53 (0.81)
	-0.60 (0.77)
	<.001
	0.002

	
	 At hour 8
	-0.53 (0.84)
	-0.45 (0.82)
	-0.54 (0.80)
	<.001
	0.002

	
	 At hour 9
	-0.50 (0.83)
	-0.41 (0.80)
	-0.45 (0.80)
	<.001
	0.002

	
	 At hour 10
	-0.50 (0.83)
	-0.40 (0.80)
	-0.40 (0.79)
	<.001
	0.004

	
	 At hour 11
	-0.52 (0.83)
	-0.40 (0.80)
	-0.40 (0.79)
	<.001
	0.004

	
	 At hour 12
	-0.54 (0.82)
	-0.41 (0.80)
	-0.42 (0.79)
	<.001
	0.005

	Control of fever (mean body temperature < 38.0°C), n (%)

	
	Between 0 and 1 h
	245 (0.55)
	410 (0.85)
	568 (1.26)
	<.001
	0.001

	
	Between 1 and 2 h
	4998 (11.19)
	11120 (22.94)
	13443 (29.89)
	<.001
	0.034

	
	Between 2 and 3 h
	4974 (11.14)
	14878 (30.69)
	19345 (43.01)
	<.001
	0.083

	
	Between 3 and 4 h
	15634 (35.11)
	4938 (10.19)
	13019 (28.95)
	<.001
	0.062

	
	Between 4 and 5 h
	20562 (46.48)
	11849 (24.54)
	4062 (9.04)
	<.001
	0.118

	
	Between 5 and 6 h
	19263 (44.10)
	17440 (36.32)
	11209 (25.10)
	<.001
	0.026

	
	Between 6 and 7 h
	16493 (38.21)
	17332 (36.47)
	17267 (38.92)
	<.001
	0.000

	
	Between 7 and 8 h
	14437 (33.81)
	15339 (32.58)
	17182 (39.16)
	<.001
	0.004

	
	Between 8 and 9 h
	13075 (31.00)
	13620 (29.24)
	15040 (34.60)
	<.001
	0.002

	
	Between 9 and 10 h
	12683 (30.46)
	12902 (28.01)
	13179 (30.66)
	<.001
	0.001

	
	Between 10 and 11 h
	12850 (31.27)
	12667 (27.85)
	12486 (29.41)
	<.001
	0.001

	
	Between 11 and 12 h
	13077 (32.30)
	12744 (28.39)
	12642 (30.16)
	<.001
	0.001


Baseline, the closest body temperature record within 1 h (before or after) of the first antipyretic dose
aChi-square test (for categorical variables); ANOVA (for continuous variables)
bEta-squared (0.01: small, 0.06: medium, 0.14: large)


Supplementary table 3. Number of cases according to baseline body temperature
	
	2-3 h
(n=44,669)
	3-4 h
(n=48,472)
	4-5 h
(n=44,976)
	P valuea
	Effect sizeb

	 Body temperature record after 6 h, cases, n (%)

	
	 Baseline 
>38.00℃
	43,159 (96.62)
	47,522 (98.04)
	44,364 (98.64)
	<.001
	0.003

	
	 Baseline between 38.00℃ and 38.50℃
	13,201 (29.55)
	15,836 (32.67)
	15,808 (35.15)
	<.001
	0.002

	
	 Baseline between 38.50℃ and 39.00℃
	15,019 (33.62)
	16,992 (35.06)
	15,698 (34.90)
	<.001
	0.000

	
	 Baseline between 39.00℃ and 39.50℃
	8,530 (19.10)
	8,712 (17.97)
	7,509 (16.70)
	<.001
	0.001

	
	 Baseline between 39.50℃ and 40.00℃
	3,465 (7.76)
	2,955 (6.10)
	2,296 (5.10)
	<.001
	0.002

	
	  Baseline 
>40.00℃
	821 (1.84)
	549 (1.13)
	483 (1.07)
	<.001
	0.001

	 Body temperature record after 8 h, cases, n (%)

	
	  Baseline 
>38.00℃
	42,184 (94.44)
	46,580 (96.10)
	43,474 (96.66)
	<.001
	0.002

	
	 Baseline between 38.00℃ and 38.50℃
	12,921 (28.93)
	15,534 (32.05)
	15,478 (34.41)
	<.001
	0.002

	
	 Baseline between 38.50℃ and 39.00℃
	14,705 (32.92)
	16,651 (34.35)
	15,394 (34.23)
	<.001
	0.000

	
	 Baseline between 39.00℃ and 39.50℃
	8,314 (18.61)
	8,544 (17.63)
	7,350 (16.34)
	<.001
	0.001

	
	 Baseline between 39.50℃ and 40.00℃
	3,378 (7.56)
	2,886 (5.95)
	2,246 (4.99)
	<.001
	0.002

	
	 Baseline 
>40.00℃
	791 (1.77)
	531 (1.10)
	470 (1.05)
	<.001
	0.001


Baseline, closest body temperature record within 1 h (before or after) of the first antipyretic dose 
aChi-square test
bEta-squared (0.01: small, 0.06: medium, 0.14: large)




Supplementary table 4. Cases of low body temperature
	
	2-3 h
(n=44,669)
	3-4 h
(n=48,472)
	4-5 h
(n=44,976)
	P valuea
	Effect sizeb

	Body temperature <35.00°C, n (%)

	
	 Within 12 h
	21 (0.05)
	23 (0.05)
	15 (0.03)
	.50
	0.000

	
	 Within 24 h
	39 (0.09)
	30 (0.06)
	30 (0.07)
	.31
	0.000

	
	 Within 36 h
	64 (0.14)
	49 (0.10)
	57 (0.13)
	.17
	0.000

	
	 Within 48 h
	85 (0.19)
	62 (0.13)
	73 (0.16)
	.05
	0.000

	Body temperature <36.50°C, n (%)

	
	 Within 12 h
	2307 (5.16)
	1608 (3.32)
	1552 (3.45)
	<.001
	0.002

	
	 Within 24 h
	3488 (7.81)
	3046 (6.28)
	3028 (6.73)
	<.001
	0.001

	
	 Within 36 h
	5657 (12.66)
	5404 (11.15)
	5132 (11.41)
	<.001
	0.000

	
	 Within 48 h
	6585 (14.74)
	6612 (13.64)
	6350 (14.12)
	<.001
	0.000


aChi-square test;
bEta-squared (0.01: small, 0.06: medium, 0.14: large)
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