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Total roup P1 Group P2 Group N P value
No. of cases (n) 108 37 37 34
Age (years), median (range) 45,0 (37,0-53,0) 46,0 (37,0-53,0) 48,0 (37,0-53,0) 43,0 (37.8-49,0) 0,306
Ethnicity, n (%) 0,948°
Han 92 (85,2%) 31 (83,8%) 32 (86,5%) 29 (85,3%)
others 16 (14,8%) 6 (16,2%) 5 (13,5%) 5 (14,7%)
Menopause status, n (%) 0,267°
Yes 44 (40,7%) 17 (45.9%) 17 (45.9%) 10 (29,4%)
No 64 (59,3%) 20 (54,1%) 20 (54,1%) 24 (70,6%)
Number of pregnancies (n) 2,0 (1,0-30) 2,0 (1,0-30) 3,0 (2,0-4,0) 2,0 (1,0-33) 0,495
Number of deliveries (n) 1,0 (1,0-2,0) 1,0 (1,0-2,0) 1,0 (1,0-2,0) 1,0 (1,0-2,0) 0,867"
Timing of vaginal secretions 0,690°
collection <, n (%)
HPYV infection>1 year 54 (50,0%) 17 (45.9%) 18 (48,6%) 19 (55,9%)
HPV infection < 1 year 54 (50,0%) 20 (54,1%) 19 (51,4%) 15 (44,1%)
HPV infection status 1¢, n (%) 0,338°
HPV16/18 28 (37,8%) 12 (324%) 16 (43,2%) -
other 12 types of HPV/ 46 (62,2%) 25 (67,6%) 21 (56,8%) -
HPV infection status 29, n (%) 0,572°
mixed HPV types 16 (21,6%) 7 (18,9%) 9 (24,3%) -
single HPV type 58 (78,4%) 30 (81,1%) 28 (75,7%) -
Cervical biopsy results ¢, n (%) 0,963°
HSIL 12 (16,2%) 6 (16,2%) 6 (16,2%) =
LSIL 19 (25,7%) 10 (27,0%) 9 (24,3%) -
cervicitis 43 (58,1%) 21 (56,8%) 22 (59,5%) -
Lesion grades from cervical 0,511°
conization ©, n (%)
HSIL/CIN2 41 (57,7%) - 20 (54,1%) 21 (61,8%)
HSIL/CIN3 30 (42,3%) - 17 (45.9%) 13 (38,2%)
Margin status of cervical ‘ 0,931°
conization ¢, n (%)
positive 4 (5.6%) - 2 (54%) 2 (5.9%)
negative 67 (94,4%) - 35 (94,6%) 32 (94,1%)

(a) Kruskal-Wallis rank sum test with median (1/4-3/4 interquartile range). (b) Chi-square test with n%. (c) Group P1 begins with the first discovery of HPV infection, Groups P2 and N begin
with cervical conization. (d)The current infection status, only including Groups P1 and P2. HSIL is high-grade squamous intraepithelial lesion, LSIL is low-grade squamous intraepithelial lesion.
(eYWith history of cervical conization, only including Groups P2 and N. HSIL is divided into cervical intraepithelial neoplasia (CIN) 2 and 3.
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Basic informa Prior treatment = Post treatment = p-value

Age (years), mean + SD 44.76 + 10.94 / / /
BMI (kg/m?), mean + SD 2273 +191 / / /
Gravidity, mean + SD 3.00 + 148 / / /
Parity, mean + SD 130 +0.64 / / /
Disease duration (months), mean + SD 16.27 £ 4.12 / / /
Condom use &, n (%) 6 (18.18%) / / /
Postcoital bleeding *, n (%) 3(9.09%) / / /
HPV16 or HPV18 infection, n (%) 4(12.12%) / / /

Single infection 19 (57.58%) / / /
Patterns of HPV infection, n (%) Dual infection 12 (36.36%) / / /

Multiple infection 2 (6.06%) / / /

Efficacy of patients with HPV infection

Complete viral clearance, n (%) / / 19 (57.58%) /
Partial viral clearance, n (%) / / 6 (18.18%) /
Persistent infection, n (%) / / 8 (24.24%) /
Overall efficacy, n (%) / / 25 (75.76%) /

Safety indicators

ALT (U/L), mean + SD / 21.26 + 7.01 20.71 + 6.04 0.6302
AST (U/L), mean + SD / 22.02 +5.83 21.77 £ 547 0.8043
UA (umol/L), mean + SD / 234.00 + 52.75 224.99 + 51.39 03255
Scr (umol/L), mean + SD / 69.55 + 14.37 70.86 + 13.39 0.5924

“Condom use refers to consistent use during the study period.
“Postcoital bleeding refers to at least one occurrence during the study period.
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Differential metabolites between two groups in positive
ion mode

Serial Metabolite name p-value Fold
number change
1 Isomaltose < 0.001 4.1116
2 Sucrose < 0.001 3.5238
3 D-Psicose < 0.001 2.5788
4 Lactose 0.0012336 3.0689
5 V 2-Chloro-L-phenylalanine 0.0032143 0.4427
6 Dihydrodaidzein 0.0042093 1.4835
7 D-Glucose 6-phosphate 0.0042695 ‘ 2.5408
8 Maltotetraose 0.005791 2.1933
9 D-(+)-Trehalose 0.0069645 2.4890
10 Maltotriose 0.0082887 2.1901
11 D-Mannose 6-phosphate 0.012834 22199
12 3-Methyl-L-histidine 0.020215 6.8952
13 » 1-Methylhistamine 0.027615 ‘ 7.4909
14 Putrescine 0.029364 2.7556
15 2’-Deoxyinosine 0.02956 | 3.4027
16 2’-Deoxyguanosine 0.032124 2.0143
17 | Tyr-Arg-Lys l 0.046149 0.1614

Differential metabolites between two groups in negative

ion mode
Serial Metabolite name p-value Fold
number change
1 Palatinose < 0.001 2.9039
2 D-Turanose < 0.001 2.7455
3 2,4-Dinitrophenol < 0.001 1.8672
4 2-Deoxyuridine < 0.001 25.5560
5 Maltose 0.0011231 | 2.1884
6 D-Xylose 0.0011473 2.0393
7 Isomaltose 0.0020211 2.3493
8 | N-Acetylleucine 0.0028971 2.5879
9 Sebacic acid 0.0033075 2.0397
10 3,4-Dihydroxybenzoic acid 0.005607 2.1185
11 3-Methyl-4-nitrophenol 0.0056826 1.7896
12 Glucose 1-phosphate 0.0065013 1.8406
13 Undecanedioic acid 0.0065899 2.8834
14 Xanthine 0.0078134 2.4738
15 Azelaic acid 0.010485
16 D-Fructose 6-phosphate 0.013624 2.1598
17 Maltotriose 0.014967 2.1685
18 Dodecanedioic acid 0.015574 1.8565
‘ 19 2’-O-Methylguanosine 0.017545 1.7192
20 N-Isobutyrylglycine 0.02391 1.5131
21 Suberic acid 0.024739 1.5540
22 Benzoic acid 0.024805 1.3600
2 Adipoyl-L-carnitine | 0.02853 1.3549
24 L-Glutarylcarnitine 0.031898 0.8289
25 N-Acetyl-L-phenylalanine 0.034204 2.4471
26 Threonic acid 0.038222 1.7418
27 Oxypurinol 0.040737 4.0708
28 2-Isopropylmalic acid 0.047195 5.2477
29 D-Sorbitol 0.049358 0.7023

30 Pro-Leu 0.049458 0.5009
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Variables Baseline Visit, N=60 Follow-up Visit, N=43

n (%) n (%)

Age in years (median, IQR) 30 (24, 37) n/a

Self-reported race

Black 47 (78) n/a

White 10 (17)

Multiracial 3(5)
Highest educational level high school or less 31 (51) n/a
Smoked cigarettes in the prior 6 months 32 (53) n/a
Drank alcohol in the prior 6 months (missing, n=7) 42 (70) n/a
Ever used crack, cocaine, heroin, or methamphetamines 9 (15) n/a

Estimated household annual income

<$10,000 31 (52) n/a
$10,000 - $25,000 15 (25)
>$25,000 14 (23)

Vaginal intercourse in past month (missing, n=16) 27 (45) 26 (59)

Hormonal contraception

None 60 (100) 0(0)

DMPA 0(0) 15 (34)
Etonogestrel implant 0(0) 16 (36)
Levonorgestrel intrauterine device 0(0) 13 (30)

Intravaginal practice(s) in the past 1 month®

Douching 3(5) 3(7)
Use of water-based lubricant 6 (10) 5(12)
Use of oil-based lubricant 1(2) 1(2)
Use of a feminine hygiene product 8(13) 8(19)

Any intravaginal practice in the prior month 15 (25) 14 (33)

Vaginal laboratory and examination variables

Vaginal infection

TV infection only 9 (15) 5(12)
BV only (Nugent score 27) 22 (37) 14 (33)
Negative for TV, CT, NG, and BV 23 (38) 18 (42)
CT, NG, or combination infection® 6 (10) 6 (14)
Yeast infection 3(5) 0(0)
Semen present in vaginal sample 11 (18) 10 (23)
Blood present in sample 47 15 (35)

Vaginal discharge on exam

None or clear/white 58 (97) 29 (67)
Brown 0(0) 12 (28)
Yellow, green, other 2(3) 2(5)

BV, bacterial vaginosis; CT, Chlamydia trachomatis; DMPA, depot-medroxyprogesterone acetate; IQR, interquartile range; NG, Neisseria gonorrhoeae; TV, Trichomonas vaginalis.

'Not mutually exclusive.

*n=9 individuals with 12 visits and the following infection/co-infections: BV/CT = 3 individuals, 4 visits; BV/NG = 2 individuals, 4 visits; TV/BV/CT = 1 individual, 1 visit; CT = 1 individual, 1
visit; BV/NG/CT = 1 individual, 1 visit; TV/CT = 1 individual, 1 visit.

n/a, not applicable.
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Variable

Vaginal Infection

Model

Unadjusted
Estimate (95%Cl)

Cytokines

Adjusted®
Estimate (95%CI)

TV only -0.31 (-2.37, 1.74) -0.17 (-2.20, 1.87)
BV only 1.03 (-0.69, 2.75) 0.85 (-0.57, 2.26) 0.06
CT, NG, or combined infection 3.01 (1.12, 4.89) 2.60 (0.54, 4.65)
Negative for NG, CT, TV, BV Ref Ref
Blood in CVL 1.78 (0.52, 3.04) 1.63 (0.48, 2.78) 0.01

Variable

Vaginal Infection

Model 2: T-cells

Unadjusted
Estimate (95%Cl)

Adjusted’
Estimate (95%CI)

TV only 141 (-0.57, 3.38) 1.54 (0.00, 3.08)
BV only 1.21 (0.02, 2.41) 0.77 (-0.24, 1.77) 0.02
CT, NG, or combined infection 1.96 (0.35, 3.57) 1.73 (0.30, 3.16)
Negative for NG, CT, TV, BV Ref Ref
Abnormal vaginal discharge 2.89 (2.08, 3.69) 1.55 (041, 2.70) 0.01
Blood in CVL 2.73 (1.74, 3.73) 236 (1.21, 3.52) <0.01

‘Principal Component model included: Ln GCSF, Ln GM-CSF, Ln Fractalkin, Ln INFa2, Ln INFg, Ln IL12p70, Ln sCD40L, Ln IL-17a, Ln IL-1a, Ln IL-1b, Ln IL-2, Ln IL-4, Ln IL-8, Ln IP-10, Ln

MIP-1a, Ln MIP-1b, Ln TNFa.

*Covariates initially entered into full model (p<0.2 in bivariate) but later removed include: contraception, abnormal vaginal discharge. See methods section for model selection procedures.
3Principal Component model included: Ln number of CD4+, Ln number CD8+, Ln number CD8+ CD103+, Ln number CD4+ CCR5+, Ln number CD4+ central memory T-cells CD45RA" and
CCR7™, Ln number CD4+ central memory T-cells CD45RA™ and CCR7*, Ln number CD8 + central memory T-cells CD45RA' and CCR7™, Ln number C84+ central memory T-cells CD45RA™

and CCR7".

“Covariates with p<0.2 in bivariate analyses that were entered into full model but removed: contraception, yeast. See methods section for model selection procedures.
5Multivariable mixed linear regression model simultaneously adjusted for all covariates displayed plus age and income. N=60 individuals with 103 visits.

SCovariate p-value from adjusted model with robust variance-covariance matrix estimation.

“Multivariable mixed linear regression model simultaneously adjusted for all covariates displayed. N=51 individuals with 78 visits.

BV, bacterial vaginosis; CT, Chlamydia trachomatis; CVL, cervicovaginal lavage; NG, Neisseria gonorrhoeae; TV, Trichomonas vaginalis.
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**Kruskal-Wallis p<0.05
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