Supplementary Table 1: Differentially abundant proteins between baseline and follow-up visits in dapivirine arm

	Protein Name
	Comparison
	Adjusted p value
	Log2 Fold Change

	AB1IP_HUMAN
	Baseline vs Visit 1
	0.019
	-1.53

	ACTN1_HUMAN
	Baseline vs Visit 1
	0.001
	-0.84

	AL7A1_HUMAN
	Baseline vs Visit 1
	0.037
	1.04

	ANX11_HUMAN
	Baseline vs Visit 1
	0.046
	0.50

	ASAH1_HUMAN
	Baseline vs Visit 1
	0.038
	-0.57

	BPI_HUMAN
	Baseline vs Visit 1
	0.049
	-1.23

	CADH1_HUMAN
	Baseline vs Visit 1
	0.045
	0.93

	CAMP_HUMAN
	Baseline vs Visit 1
	0.043
	-0.74

	CAN1_HUMAN
	Baseline vs Visit 1
	0.020
	0.54

	DEF1_HUMAN
	Baseline vs Visit 1
	0.009
	-1.39

	GDIR2_HUMAN
	Baseline vs Visit 1
	0.047
	-0.82

	ICAL_HUMAN
	Baseline vs Visit 1
	0.013
	0.62

	LKHA4_HUMAN
	Baseline vs Visit 1
	0.047
	-0.56

	MMP8_HUMAN
	Baseline vs Visit 1
	0.019
	-0.81

	MMP9_HUMAN
	Baseline vs Visit 1
	0.025
	-0.62

	PEBP1_HUMAN
	Baseline vs Visit 1
	0.013
	0.89

	PSB1_HUMAN
	Baseline vs Visit 1
	0.027
	0.90

	SPB13_HUMAN
	Baseline vs Visit 1
	0.032
	0.43

	SPB4_HUMAN
	Baseline vs Visit 1
	0.035
	0.95

	TPD52_HUMAN
	Baseline vs Visit 1
	0.048
	0.60

	TRFE_HUMAN
	Baseline vs Visit 1
	0.041
	0.82

	ALDOA_HUMAN
	Baseline vs Visit 2
	0.014
	0.56

	ANX11_HUMAN
	Baseline vs Visit 2
	0.002
	0.78

	KLK6_HUMAN
	Baseline vs Visit 2
	0.047
	-0.55

	NUDT5_HUMAN
	Baseline vs Visit 2
	0.019
	0.84

	PARK7_HUMAN
	Baseline vs Visit 2
	0.024
	0.78

	PSB1_HUMAN
	Baseline vs Visit 2
	0.048
	1.01

	PSB4_HUMAN
	Baseline vs Visit 2
	0.005
	1.83

	CATB_HUMAN
	Visit 1 vs Visit 2
	0.013
	-0.44

	PHS_HUMAN
	Visit 1 vs Visit 2
	0.015
	0.56


Supplementary Table 2: Differentially abundant proteins between baseline and follow-up visits in placebo arm

	Protein Name
	Comparison
	Adjusted p value
	Log2 Fold Change

	AK1BA_HUMAN
	Baseline vs Visit 1
	0.024
	-0.82

	ARP2_HUMAN
	Baseline vs Visit 1
	0.024
	-1.36

	ARP3_HUMAN
	Baseline vs Visit 1
	0.034
	-0.88

	ARPC2_HUMAN
	Baseline vs Visit 1
	0.004
	-2.55

	ATPB_HUMAN
	Baseline vs Visit 1
	0.005
	-1.19

	CALL3_HUMAN
	Baseline vs Visit 1
	0.010
	-0.77

	CAND1_HUMAN
	Baseline vs Visit 1
	0.035
	0.94

	LV301_HUMAN
	Baseline vs Visit 1
	0.037
	0.49

	PHS_HUMAN
	Baseline vs Visit 1
	0.047
	0.96

	PRDX4_HUMAN
	Baseline vs Visit 1
	0.031
	1.22

	QSOX1_HUMAN
	Baseline vs Visit 1
	0.045
	-0.42

	ARPC2_HUMAN
	Baseline vs Visit 2
	0.017
	-2.04

	ASAH1_HUMAN
	Baseline vs Visit 2
	0.006
	-0.81

	CALL3_HUMAN
	Baseline vs Visit 2
	0.015
	-1.12

	CBG_HUMAN
	Baseline vs Visit 2
	0.038
	2.03

	EFHD2_HUMAN
	Baseline vs Visit 2
	0.032
	-1.78

	PPIB_HUMAN
	Baseline vs Visit 2
	0.011
	-1.77

	PRSS8_HUMAN
	Baseline vs Visit 2
	0.048
	0.97

	KV112_HUMAN
	Visit 1 vs Visit 2
	0.049
	-0.35

	WBP2_HUMAN
	Visit 1 vs Visit 2
	0.002
	-1.39


Supplementary Table 3: Proteins differentially abundant between baseline and follow-up visits regardless of treatment arm

	Protein Name
	Comparison
	Adjusted p value
	Log2 Fold Change

	AB1IP_HUMAN
	Baseline vs Visit 1
	0.009
	-1.47

	ACTN1_HUMAN
	Baseline vs Visit 1
	0.010
	-0.75

	AL7A1_HUMAN
	Baseline vs Visit 1
	0.027
	0.94

	ALDOA_HUMAN
	Baseline vs Visit 1
	0.036
	0.58

	ANX11_HUMAN
	Baseline vs Visit 1
	0.009
	0.57

	ARPC2_HUMAN
	Baseline vs Visit 1
	0.041
	-0.77

	ASAH1_HUMAN
	Baseline vs Visit 1
	0.010
	-0.56

	ATPB_HUMAN
	Baseline vs Visit 1
	0.021
	-0.67

	CADH1_HUMAN
	Baseline vs Visit 1
	0.013
	0.95

	CAN1_HUMAN
	Baseline vs Visit 1
	0.022
	0.54

	DEF1_HUMAN
	Baseline vs Visit 1
	0.004
	-1.23

	EFHD2_HUMAN
	Baseline vs Visit 1
	0.046
	-0.70

	GDIR2_HUMAN
	Baseline vs Visit 1
	0.020
	-0.82

	ICAL_HUMAN
	Baseline vs Visit 1
	0.006
	0.56

	LKHA4_HUMAN
	Baseline vs Visit 1
	0.006
	-0.60

	MMP8_HUMAN
	Baseline vs Visit 1
	0.011
	-0.72

	PEBP1_HUMAN
	Baseline vs Visit 1
	0.002
	0.96

	PERM_HUMAN
	Baseline vs Visit 1
	0.029
	-0.85

	PLIN3_HUMAN
	Baseline vs Visit 1
	0.045
	0.72

	PLST_HUMAN
	Baseline vs Visit 1
	0.036
	0.52

	RAB1A_HUMAN
	Baseline vs Visit 1
	0.047
	-0.57

	SPB4_HUMAN
	Baseline vs Visit 1
	0.027
	0.81

	UGDH_HUMAN
	Baseline vs Visit 1
	0.034
	0.60

	ANX11_HUMAN
	Baseline vs Visit 2
	0.003
	0.68

	ASAH1_HUMAN
	Baseline vs Visit 2
	0.004
	-0.54

	ATPB_HUMAN
	Baseline vs Visit 2
	0.023
	-0.80

	CADH1_HUMAN
	Baseline vs Visit 2
	0.024
	0.99

	FHR2_HUMAN
	Baseline vs Visit 2
	0.031
	-0.39

	NUDT5_HUMAN
	Baseline vs Visit 2
	0.013
	0.78

	PPIB_HUMAN
	Baseline vs Visit 2
	0.007
	-0.70

	PSB1_HUMAN
	Baseline vs Visit 2
	0.039
	0.82

	PSB4_HUMAN
	Baseline vs Visit 2
	0.017
	1.41

	PPIB_HUMAN
	Visit 1 vs Visit 2
	0.039
	-0.43

	SPTB2_HUMAN
	Visit 1 vs Visit 2
	0.049
	-0.49


Supplementary Table 4: Correlations between inflammatory biomarkers and functional microbiome differences associated with reported condom usage
	Host proteins
	Fructose and mannose metabolism 

Spearman’s r (p value)
	Aminoacyl-tRNA biosynthesis

Spearman’s r (p value)
	Associates with reported condom use

	GDIR2
	-0.3414 (0.0004)
	-0.4339 (<0.0001)
	

	ICAL
	0.3588 (0.0002)
	0.2883 (0.003)
	

	LKHA4
	-0.297 (0.0022)
	-0.361 (0.0002)
	

	MMP8
	Not significant
	-0.3047 (0.0017)
	*

	NUDT5
	0.4123 (<0.0001)
	0.3957 (<0.0001)
	

	PEBP1
	0.3768 (<0.0001)
	0.3344 (0.0005)
	

	PLST
	0.2265 (0.0208)
	Not significant
	

	PRSS8
	0.3719 (0.0001)
	0.4174 (<0.0001)
	

	PSB1
	-0.2516 (0.01)
	-0.1976 (0.0443)
	

	UGDH
	0.4099 (<0.0001)
	0.3488 (0.0003)
	


