Supplemental Table 1. Baseline characteristics and demographics of PINETREE study participants who consented to optional biomarker collection
	
	RDV
n=168
	Placebo
n=144

	Mean age, y (SD)
	51 (14)
	53 (14)

	Aged ≥60 y, n (%)
	55 (33)
	44 (31)

	US region, n (%)
	156 (93)
	134 (93)

	Female sex at birth, n (%)
	78 (46)
	69 (48)

	Race, n (%)
	
	

	White
	147 (88)
	130 (90)

	Black
	10 (6)
	7 (5)

	American Indian or Alaska Native
	2 (1)
	2 (1)

	Hispanic or Latinx ethnicity, n (%)
	72 (43)
	55 (38)

	Median exposure to study drug, doses received (IQR)
	3 (3, 3)
	3 (3, 3)


IQR, interquartile range; SD, standard deviation.

















Supplemental Table 2. Summary of contrasts from linear mixed effect models to assess the significance of changes of biomarkers compared to baseline in remdesivir- vs. placebo-treated participants. Analysis corrected for age and sex.
	Biomarker
	Contrast
	Estimate
	SE*
	p-value
	FDR

	sAng 2
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0902
	0.0400
	0.023†
	0.187

	CRP
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.107
	0.224
	0.632
	0.800

	Ferritin
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0771
	0.0791
	0.330
	0.660

	IL-6
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0412
	0.0933
	0.659
	0.800

	LDH
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0268
	0.0224
	0.232
	0.620

	PCT
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	-0.112
	0.0540
	0.0386†
	0.206

	D-Dimer
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	-0.082
	0.167
	0.622
	0.800

	APTT
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0109
	0.0108
	0.314
	0.660

	Fibrinogen
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	-0.0682
	0.0386
	0.0778
	0.311

	INR
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0156
	0.0263
	0.552
	0.800

	PT
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.00888
	0.0229
	0.698
	0.800

	Eosinophils
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	-0.0908
	1.779
	0.959
	0.959

	Lymphocytes
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.184
	0.0545
	0.000762†
	0.0122§

	Monocytes
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0282
	0.0883
	0.750
	0.800

	Neutrophils
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	0.0298
	0.0802
	0.710
	0.800

	NLR
	(RDV Day3 - RDV Day1) - (Placebo Day3 - Placebo Day1)
	-0.0930
	0.0676
	0.169
	0.541

	sAng 2
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.133
	0.0415
	0.00149†
	0.00795§

	CRP
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-2.88
	0.234
	0.221
	0.353

	Ferritin
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.265
	0.0826
	0.00145†
	0.00795§

	IL-6
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.0762
	0.0985
	0.440
	0.541

	LDH
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.0592
	0.0234
	0.0118†
	0.0471§

	PCT
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	0.0565
	0.0565
	0.318
	0.462

	D-Dimer
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.745
	0.176
	0.0000282†
	0.000451§

	APTT
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.0156
	0.0113
	0.170
	0.302

	Fibrinogen
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.00988
	0.0410
	0.810
	0.810

	INR
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.0649
	0.0274
	0.0180†
	0.0577

	PT
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.0476
	0.0238
	0.0463†
	0.106

	Eosinophils
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.534
	1.833
	0.771
	0.810

	Lymphocytes
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.125
	0.0561
	0.0262†
	0.0699

	Monocytes
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.130
	0.0910
	0.155
	0.302

	Neutrophils
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	-0.0353
	0.0825
	0.669
	0.765

	NLR
	(RDV Day14 - RDV Day3) - (Placebo Day14 - Placebo Day3)
	0.0571
	0.0696
	0.412
	0.541

	sAng 2
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0422
	0.0400
	0.290
	0.491

	CRP
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.180
	0.226
	0.425
	0.619

	Ferritin
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.187
	0.0794
	0.0185†
	0.148

	IL-6
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0350
	0.0936
	0.709
	0.770

	LDH
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0325
	0.0219
	0.139
	0.370

	PCT
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0554
	0.0542
	0.307
	0.491

	D-Dimer
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.827
	0.168
	0.00000108†
	0.0000172§

	APTT
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.00463
	0.0110
	0.673
	0.770

	Fibrinogen
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0781
	0.0391
	0.0465†
	0.248

	INR
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0493
	0.0265
	0.0639
	0.255

	PT
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0387
	0.0231
	0.0944
	0.302

	Eosinophils
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.625
	1.757
	0.722
	0.770

	Lymphocytes
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	0.0593
	0.0538
	0.271
	0.491

	Monocytes
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.102
	0.0873
	0.245
	0.491

	Neutrophils
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.00550
	0.0793
	0.945
	0.945

	NLR
	(RDV Day14 - RDV Day1) - (Placebo Day14 - Placebo Day1)
	-0.0360
	0.0668
	0.590
	0.770


* Standard Error
† Indicates p-value<0.05.
§ Indicates FDR<0.05.





