

Supplementary Table 1. Coagulation and inflammation markers before and after TM-α administration for each group
	
	
	Group 1: High AT, High Plt
	n
	p
	Group 2: Low AT, High Plt
	n
	p
	Group 3: High AT, Low Plt
	n
	p
	Group 4: Low AT, Low Plt
	n
	p

	FDP,
μg/mL
	Before
	38.3
	(20.2-80.0)
	271
	<0.0001
	28.3
	(14.8-51.0)
	203
	<0.0001
	25.7
	(14.2-58.0)
	191
	<0.0001
	26.9
	(13.6-55.6)
	157
	<0.0001

	
	After
	12.1
	(7.2-22.2)
	
	
	13.0
	(8.6-21.0)
	
	
	12.2
	(7.6-21.2)
	
	
	14.0
	(9.03-22.2)
	
	

	D-dimer,
μg/mL
	Before
	18.8
	(7.7-37.4)
	269
	<0.0001
	13.7
	(4.2-23.6)
	161
	<0.0001
	12.2
	(7.0-28.4)
	176
	<0.0001
	13.4
	(6.1-28.2)
	135
	<0.0001

	
	After
	6.4
	(3.2-13.0)
	
	
	6.5
	(3.7-13.5)
	
	
	6.3
	(3.5-10.2)
	
	
	8.0
	(3.7-14.9)
	
	

	Plt count,
104/mm3
	Before
	7.8
	(6.4-11.0)
	359
	<0.0001
	7.2
	(6.1-9.5)
	262
	0.0185
	3.2
	(2.0-4.1)
	271
	<0.0001
	3.1
	(2.0-3.8)
	223
	<0.0001

	
	After
	10.5
	(5.7-17.4)
	
	
	8.4
	(5.1-14.1)
	
	
	6.0
	(3.0-10.7)
	
	
	5.3
	(3.0-10.1)
	
	

	Fibrinogen, mg/dL
	Before
	390
	(268-494)
	302
	0.8384
	307
	(217-462)
	212
	0.4311
	403
	(280-544)
	218
	<0.0001
	273
	(172-415)
	181
	0.4152

	
	After
	384
	(275-500)
	
	
	340
	(215-468)
	
	
	366
	(254-472)
	
	
	277
	(171-400)
	
	

	PT-INR
	Before
	1.34
	(1.19-1.59)
	336
	<0.0001
	1.50
	(1.33-1.80)
	256
	<0.0001
	1.32
	(1.14-1.57)
	244
	<0.0001
	1.50
	(1.34-1.79)
	205
	<0.0001

	
	After
	1.17
	(1.06-1.32)
	
	
	1.28
	(1.17-1.53)
	
	
	1.20
	(1.08-1.44)
	
	
	1.30
	(1.17-1.66)
	
	

	APTT,
seconds
	Before
	40.4
	(33.4-52.7)
	304
	0.0002
	49.1
	(40.2-64.5)
	217
	<0.0001
	45.0
	(35.8-60.0)
	221
	<0.0001
	53.2
	(42.9-71.6)
	168
	0.0004

	
	After 
	37.8
	(32.0-47.0)
	
	
	44.0
	(36.0-56.9)
	
	
	38.6
	(32.2-53.5)
	
	
	44.8
	(37.5-64.1)
	
	

	AT,
%
	Before
	66.3
	(56.5-78.0)
	288
	<0.0001
	39.3
	(33.0-46.0)
	202
	<0.0001
	64.6
	(57.0-80.0)
	197
	0.0002
	37.0
	(29.3-44.3)
	165
	<0.0001

	
	After
	77.4
	(63.6-94.0)
	
	
	60.5
	(47.0-73.0)
	
	
	75.0
	(61.0-88.0)
	
	
	56.0
	(41.0-72.0)
	
	

	TAT,
ng/mL
	Before
	15.8
	(9.1-32.6)
	70
	<0.0001
	14.4
	(6.9-23.1)
	50
	<0.0001
	14.0
	(5.8-30.9)
	44
	0.0002
	12.9
	(8.1-19.5)
	35
	0.0001

	
	After
	4.2
	(2.8-8.6)
	
	
	5.9
	(4.1-9.0)
	
	
	4.8
	(2.5-13.8)
	
	
	5.4
	(3.5-9.6)
	
	

	FM,
μg/mL
	Before
	33.6
	(16.8-100.8)
	20
	0.0759
	45.6
	(15.3-102.0)
	9
	0.4258
	24.5
	(12.9-85.5)
	8
	0.0547
	22.4
	(7.0-150.0)
	7
	0.4688

	
	After
	8.7
	(5.8-51.7)
	
	
	11.5
	(9.5-21.0)
	
	
	18.6
	(9.3-21.7)
	
	
	11.3
	(7.3-28.0)
	
	

	PIC,
μg/mL
	Before
	2.5
	(1.5-6.7)
	55
	<0.0001
	1.5
	(0.8-2.0)
	45
	0.0934
	1.9
	(0.8-3.3)
	39
	0.0821
	2.1
	(1.2-2.8)
	28
	<0.0001

	
	After
	1.6
	(1.2-2.2)
	
	
	1.3
	(0.9-1.9)
	
	
	1.5
	(1.0-2.2)
	
	
	1.1
	(0.7-1.6)
	
	

	Protein C,
%
	Before
	45.4
	(35.0-55.3)
	52
	<0.0001
	34.0
	(28.0-42.0)
	33
	<0.0001
	39.7
	(31.0-47.0)
	25
	0.0037
	31.0
	(22.0-41.1)
	23
	<0.0001

	
	After
	60.1
	(40.5-81.6)
	
	
	48.0
	(36.0-61.3)
	
	
	61.0
	(40.0-90.0)
	
	
	58.0
	(44.0-70.0)
	
	

	SOFA score
	Before
	8
	(6-11)
	206
	<0.0001
	10
	(8-13)
	140
	<0.0001
	11
	(8-13)
	143
	<0.0001
	12
	(10-15)
	123
	<0.0001

	
	After
	5
	(3-8)
	
	
	7
	(4-11)
	
	
	8
	(4-13)
	
	
	9
	(5-15)
	
	

	JAAM DIC score
	Before
	5
	(4-6)
	371
	<0.0001
	5.5
	(5-6)
	272
	<0.0001
	6
	(5-7)
	274
	<0.0001
	6
	(5-8)
	234
	<0.0001

	
	After 
	3
	(1-5)
	
	
	4
	(2-5)
	
	
	4
	(2-5)
	
	
	4
	(3-5)
	
	

	ISTH DIC score
	Before
	4
	(3-5)
	369
	<0.0001
	4
	(4-5)
	271
	<0.0001
	5
	(4-6)
	273
	<0.0001
	6
	(5-6)
	234
	<0.0001

	
	After
	2
	(1-4)
	
	
	3
	(2-4)
	
	
	3
	(1-4)
	
	
	3
	(2-5)
	
	

	JMHW DIC score
	Before
	6
	(5-7)
	221
	<0.0001
	6
	(5-7)
	174
	<0.0001
	7
	(6-8)
	161
	<0.0001
	7
	(6-8)
	133
	<0.0001

	
	After
	4
	(2-5)
	
	
	4
	(3-6)
	
	
	5
	(3-7)
	
	
	5
	(3-7)
	
	

	SIRS score
	Before
	3
	(2-4)
	309
	<0.0001
	3
	(2-4)
	227
	<0.0001
	3
	(2-4)
	218
	<0.0001
	3
	(2-3.5)
	188
	<0.0001

	
	After
	2
	(0-3)
	
	
	2
	(1-3)
	
	
	2
	(1-3)
	
	
	2
	(1-3)
	
	

	CRP, mg/dL
	Before
	15.83
	(8.12-22.9)
	348
	<0.0001
	16.8
	(9.76-22.81)
	245
	<0.0001
	16.0
	(7.3-23.78)
	243
	<0.0001
	15.44
	(9.47-24.1)
	211
	<0.0001

	
	After
	6.88
	(3.11-12.28)
	
	
	8.7
	(4.97-13.86)
	
	
	7.2
	(2.85-13.1)
	
	
	7.2
	(3.5-12.2)
	
	

	T-Bil, mg/dL
	Before
	0.9
	(0.6-1.59)
	331
	0.2855
	1.2
	(0.6-2.1)
	250
	<0.0001
	1.3
	(0.7-3.1)
	246
	0.0113
	1.8
	(1-3.6)
	211
	<0.0001

	
	After 
	0.9
	(0.6-1.7)
	
	
	1.4
	(0.7-3.4)
	
	
	1.4
	(0.7-3.8)
	
	
	2.4
	(1-5.8)
	
	

	WBC, 104/mm3
	Before
	1.15
	(0.672-1.71)
	365
	0.0372
	1.08
	(0.6-1.736)
	261
	0.8551
	1.068
	(0.46-1.67)
	269
	0.5197
	1.202
	(0.67-1.73)
	220
	0.9839

	
	After
	0.99
	(0.65-1.49)
	
	
	1.108
	(0.7-1.557)
	
	
	0.98
	(0.563-1.54)
	
	
	1.161
	(0.73-1.695)
	
	

	ALB, g/dL
	Before
	2.5
	(2.1-2.9)
	297
	0.0054
	2.3
	(2.0-2.7)
	223
	0.0203
	2.45
	(2.05-2.9)
	212
	0.1269
	2.29
	(1.9-2.7)
	175
	0.0729

	
	After
	2.4
	(2.0-2.7)
	
	
	2.2
	(1.81-2.6)
	
	
	2.4
	(2.0-2.9)
	
	
	2.3
	(1.86-2.6)
	
	


All values are shown as medians (Q1–Q3).

Changes in the severity scores and coagulation markers from baseline to that of the day after the last administration were examined using the Wilcoxon signed-rank test.
TM-α, thrombomodulin alfa; Plt, platelet; FDP, fibrin and fibrinogen degradation products; PT-INR, prothrombin time-international normalized ratio;  APTT, activated partial thromboplastin time; AT, antithrombin; TAT, thrombin-antithrombin complex; FM, fibrin monomer; PIC, plasmin α2-plasmin inhibitor complex; SOFA, sequential organ failure assessment; JAAM, Japanese Association for Acute Medicine; DIC, disseminated intravascular coagulation; ISTH, International Society of Thrombosis and Haemostasis; JMHW, Japanese Ministry for Health and Welfare; SIRS, systemic inflammatory response syndrome; CRP, C-reactive protein; T-Bil, total bilirubin; WBC, white blood cells; ALB, serum albumin.

