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Introduction
In the following Review, we briefly discuss the overlapping set of  
sociocultural, microbial, and host-intrinsic factors that are associ-
ated with bacterial vaginosis (BV) and with infection. Our aims are 
to provide a context for these associated factors based on existing 
literature and to create a framework for further comprehensive and 
systematic analysis of  the relationship between BV and infection.

Contours of the vaginal microbiome  
in health and disease
Lactic acid bacteria. The dominance of  Lactobacillus species in the 
vagina of  reproductive-age women and associated acidic milieu, 
apparently unique to the human vagina (1), has been associated with 
lower risks of  adverse health outcomes such as preterm birth (2, 3). 
Vaginal Lactobacillus species are believed to thwart colonization of  
potential pathogens, largely by producing lactic acid and establish-
ing the vagina’s acidic pH (4). To accomplish this, lactobacilli have 
active mechanisms of  resistance to acid stress not shared by many 
other microbes (5). Five major community state types (CSTs) of  the 
vaginal microbiota have been described in asymptomatic women; 
four of  these have different species of  Lactobacillus as their dominant 
members. The two most common Lactobacillus-dominant CSTs are 

characterized by either Lactobacillus crispatus (CST-I) or Lactobacillus 
iners (CST-III). Other Lactobacillus species can inhabit the vagina, 
for example L. gasseri (CST-II) and L. jensenii (CST-V). But these 
are less common as the dominant taxa (6). Finally, CST-IV is not 
a Lactobacillus-dominant microbiota but instead is categorized by 
higher α diversity and many other signature features (see below).

Lactobacillus-deplete microbial signatures. A vaginal microbiome 
with a polymicrobial community of  diverse bacteria and low or no 
Lactobacillus has been referred to by the terms bacterial vaginosis, 
CST-IV, or molecular BV, each of  which reflect different (and some-
times inconsistent) methodological approaches (6–9). Nearly one-
third of  reproductive-age US women meet criteria for BV, but rates 
vary between women of  different ages and racial or ethnic back-
grounds (10–13). It is increasingly recognized that racialized terms 
with minimal cultural or geographic specificity (e.g., “Black,” “His-
panic”) are scientifically invalid as biological categories (14). How-
ever, as noted later, such language may reflect sociocultural realities 
that can be more challenging to define and measure. That said, in 
early studies of  reproductive-age women, about 40% of  women 
identifying as Black or Hispanic had diverse BV-like vaginal com-
munities compared with 10% of  women identifying as White (6). 
Black and Hispanic individuals also had higher vaginal pH (4.7–5.0) 
compared with those identifying as Asian or White (pH 4.2-4.4) (6).

Longitudinal studies, especially those involving molecular tools, 
have revealed that extrinsic factors, like sexual activity and antibi-
otic treatments, as well as intrinsic factors like menarche, menses, 
and menopause, can be associated with dramatic shifts in individual 
microbial dynamics (15–20). Despite shifts in many of  these fac-

Bacterial vaginosis (BV) is a polymicrobial condition of the vaginal microbiota associated with a variety of sexually transmitted 
infections, infections of maternal and fetal tissues during pregnancy, and even some infections outside of the reproductive 
tract, including the urinary tract and mouth. BV has also been associated with conditions in which the body generates 
prominent inflammatory reactions to microbes, including infections of the cervix and other upper genital tract tissues. For 
reasons still not understood, BV is a highly recurrent and often difficult-to-treat condition, complicating attempts to prevent 
these associated infections. An additional layer of complexity arises from the increasing awareness that the presence of BV-
associated bacteria in the vagina is not always symptomatic or associated with adverse outcomes. In this concise Review, we 
summarize and synthesize three groups of factors grounded in the literature that may be fueling the associations between BV 
and infection: (a) aspects of society and culture; (b) pathogens, virulence factors, and processes of microbial antagonism and 
synergy; and (c) host factors, such as genetics and immunity. Our goal is to understand what contexts and combinations of 
microbial, host, and social factors conspire to make BV virulent in some individuals but not others. Disrupting these patterns 
more systematically may achieve healthier outcomes.

Social, microbial, and immune factors linking bacterial 
vaginosis and infectious diseases
Nicole M. Gilbert,1,2,3,4 Luis A. Ramirez Hernandez,5,6 Daniela Berman,5,6 Sydney Morrill,5,7 Pascal Gagneux,6,8  
and Amanda L. Lewis5,6

1Department of Pediatrics, 2Center for Women’s Infectious Disease Research, 3Department of Molecular Microbiology, and 4Department of Obstetrics and Gynecology, Washington University School of 

Medicine, St. Louis, Missouri, USA. 5Department of Obstetrics, Gynecology, and Reproductive Sciences, 6Glycobiology Research and Training Center, 7Department of Pediatrics, and 8Departments of Pathology 

and Anthropology, UCSD, La Jolla, California, USA..

Conflict of interest: The authors have declared that no conflict of interest exists.
Copyright: © 2025, Gilbert et al. This is an open access article published under the 
terms of the Creative Commons Attribution 4.0 International License.
Reference information: J Clin Invest. 2025;135(11):e184322.  
https://doi.org/10.1172/JCI184322.



The Journal of Clinical Investigation   R E V I E W  S E R I E S :  M I C R O B I O M E  I N  H E A LT H  A N D  D I S E A S E

2 J Clin Invest. 2025;135(11):e184322  https://doi.org/10.1172/JCI184322

tified as a risk factor in at least four different classes of  infections 
we will discuss in this Review: (a) sexually transmitted infections 
(STIs), (b) infections specific to pregnancy, (c) conditions diagnosed 
by inflammation, and (d) infections outside the genital tract (Figure 
1). This is not a systematic Review. However, the literature strongly 
supports a positive association between BV and infections by sev-
eral bacterial, protozoan, and viral STIs, including chlamydia (11, 
24–28), gonorrhea (11, 24–29), trichomoniasis (11, 28–30), human 
papillomavirus (HPV) (31–33), HIV (29, 34, 35), and herpes sim-
plex virus (HSV) (36) (see timeline in Figure 2). In pregnancy, BV 
was associated with higher risks of  infections of  the placenta and 
amniotic fluid (37–42). BV has also been linked to other conditions 
in the female genital tract defined clinically by inflammation but 
often triggered by microbes (43), including infections of  the cer-
vix, endometrium (44), and other sites (45). Infections associated 
with BV are not limited to the genital tract, sometimes making a 
potential causal explanation more challenging, as for instance, in 
the context of  BV’s relationships to urinary tract infections (UTIs) 
(44, 46–48) or periodontitis (49, 50) (Figure 1). In this Review, we 
focus on the links between BV and infection. We acknowledge that 
BV, or a CST-IV vaginal microbiome, is not always associated with 
infection, that certain associations are more or less apparent in dif-
ferent groups studied, and that association never proves causation. 
Why some women with BV experience symptoms or adverse out-
comes while other women with a seemingly similar polymicrobial 
vaginal microbiota have no apparent adverse effects is an important 
question with few comprehensive answers. This Review focuses on 
three conceptual topic areas (Figure 3), discussing relevant factors 
potentially contributing to the links between BV and infection: (a) 
impacts of  society, culture, behavior, and other extrinsic factors; (b) 
microbial factors and host responses to them; and (c) genetics and 
intrinsic host factors across the lifespan.

tors, the categorical CST classification in reproductive-age women 
remained relatively stable over time in about 75% of  individuals (9).

Individuals carrying a CST-IV microbiome may not experience 
or self-report vaginal symptoms, leading to a reasonable interpre-
tation that a diverse vaginal microbiome can be a “normal” or 
“healthy” state in some individuals some of  the time. Despite exist-
ing in many asymptomatic individuals, BV is one of  the most com-
mon symptomatic vaginal conditions that prompt clinician visits. 
Symptoms of  BV can include changes in the amount or consistency 
of  vaginal discharge or a fishy odor. In the clinic, BV diagnosis is 
made by meeting three of  four Amsel criteria: abnormal discharge, 
pH > 4.5, >20% of  epithelial cells are clue cells (cells coated with 
adherent bacteria), and an amine odor upon addition of  potassium 
hydroxide (the “whiff ” test) (8). A different laboratory-based meth-
od, Nugent scoring, relies on microscopic scoring of  Gram-stained 
bacterial morphotypes to determine BV status (21). The Amsel and 
Nugent methods are effective for classification but crude. They do 
not always agree with each other or with other molecular methods 
of  characterizing the vaginal microbiota (6, 22, 23).

Whether referred to as CST-IV or BV, studies agree that these 
microbiotas contain a greater diversity of  microbes than all other 
CSTs. These include Gardnerella, Fannyhessea (previously known as 
Atopobium vaginae), Prevotella, Sneathia, and other taxa. L. iners is 
often also present in these communities and is the only species of  
Lactobacillus found in abundance during BV/CST-IV. The CST-IV 
signature has considerable but imperfect overlap with the commu-
nity of  bacteria described by other methods as BV (6).

The vaginal microbiome, BV, and infectious diseases. Even though a 
diverse CST-IV vaginal microbiome can be asymptomatic, numer-
ous studies over the past several decades have reported associations 
between BV and serious health problems — in particular a risk of  
many types of  infections (Figure 1 and Table 1). BV has been iden-

Figure 1. Infections associated with bacterial 
vaginosis fall into four main categories. These 
include sexually transmitted infections (examples 
indicated by blue squares), infections in pregnancy 
(yellow triangle), inflammatory conditions often 
associated with infections (red squares), and 
infections outside the genital tract (green circles). 
For our purposes, “inflammatory conditions” 
refers to diagnoses that are based on the require-
ment of gross clinical or histological inflammation, 
rather than defining a particular pathogen. Howev-
er, these conditions are often infectious in nature, 
sometimes characterized by fever (e.g., chorioam-
nionitis, tubo-ovarian abscess), or calling for the 
use of antimicrobials (e.g., strawberry cervix, other 
PID) or tissue debridement (e.g., periodontitis) as 
standard of care.
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refined grains, visceral meat, and sweet drinks had a higher odds of  
BV (52–54). Obesity is positively correlated with both BV and STIs 
(55, 56). Vitamin D deficiencies have been extensively correlated 
with higher risks of  BV, Chlamydia, and HIV (57–61). However, a 
24-week supplementation strategy with vitamin D after antibiotic 
treatment for BV was ineffective in reducing rates of  BV recurrence 
after antibiotic treatment (62, 63). Ultimately, nutrition and obesity 
are multidimensional entities, and fully disentangling their effects 
on the vaginal microbiome from many other interrelated socioeco-
nomic components remains a challenge.

Smoking and oral health. Smoking and poor oral health have 
broad negative effects on the host immune system and are associ-
ated with higher risks of  many kinds of  infections, including BV, 
trichomoniasis, HIV, HPV, chlamydia, PID, surgical site infec-
tions, periodontal disease, and infections during pregnancy (64–
69). In one study, having a BV-like vaginal microbiome was asso-
ciated with 25-times higher likelihood to report being a smoker 
compared with someone with a dominant L. crispatus microbiota 
(70). Smoking tobacco as well as poor oral and vaginal health was 
linked to lower household income and other markers of  socioeco-
nomic status (71, 72). These social issues compound an already 
challenging landscape of  the directly damaging effects of  tobac-
co and oral diseases on the human body. While the mechanisms 

Society, culture, and behavior
Social determinants of  health in BV. Here, we synthesize literature 
reports describing associations between BV and social determi-
nants of  health, like socioeconomic status, educational attainment, 
adverse life experiences, nutritional status, obesity, and oral health. 
As discussed below, the literature has revealed many correlations 
between compositional patterns of  the vaginal microbiota, extrinsic 
life circumstances, and other complex sociocultural behaviors like 
smoking, vaginal douching, contraceptive choices, and sexual prac-
tices. This concise Review will explore how aspects of  our society, 
culture, and behavior may interact with constellations of  intrinsic 
host factors as well as microbial factors to generate conceptually 
overlapping risk zones that may help refine our understanding of  
the interaction between the vaginal microbiota and infection.

Nutritional status. A growing body of  evidence supports a cor-
relation between low nutritional status, as well as obesity, with 
higher risks of  BV and coincident infections. In a study of  Indig-
enous women in North Queensland, Australia, poor nutritional 
status and a lack of  folate were both associated with a higher risk 
of  STIs and PID (51). Women recruited from a gynecology clin-
ic in Tehran, Iran, who consumed a diet high in vegetables, nuts, 
fish, olives, and olive oil had lower odds for BV. Those with a diet 
high in sugar, solid oils, sweets, and desserts, red meat, fried potato, 

Table 1. Associations between BV and infectious diseases

Infection Reference Location Population Study design Number of 
participants

BV diagnosis Findings

Chlamydia Brotman et al., 2010 Alabama,  
USA

Nonpregnant women 
(15–44 years old)

Cohort: Participants 
assessed quarterly  

for a year

3,620 Nugent score BV or intermediate microbiome 
associated with increased risk of incident 

chlamydia infection (HR = 1.7)

Gonorrhea Brotman et al., 2010 Alabama,  
USA

Nonpregnant women 
(15–44 years old)

Cohort: Participants 
assessed quarterly  

for a year

3,620 Nugent score BV or intermediate microbiome 
associated with increased risk of incident 

gonorrhea infection (HR = 1.8)

Trichomoniasis Seña et al., 2021 N/A N/A Meta-analysis of 14 
observational studies

18,424 Amsel criteria, 
Nugent score

BV associated with almost 2-fold higher 
risk of trichomonal infection

HPV Martins et al., 2023 N/A N/A Meta-analysis of 6 
studies published 

2012–2019

7,119 Nugent score BV is associated with cervical HPV 
infection (OR = 2.68)

HIV Atashili et al., 2008 N/A N/A Meta-analysis of 23 
studies

30,739 Nugent score, Amsel 
criteria (modified)

BV associated with increased risk of 
incident HIV infection (RR = 1.6)

HSV Cherpes et al., 2003 Pittsburgh,  
USA

Nonpregnant women 
(18–30 years old)

Cohort: Participants 
assessed every four 
months for a year

670 Nugent score BV associated with increased risk of 
incident HSV-2 infection (HR = 2.1)

Intraamniotic 
infection

Newton et al., 1997 Texas, USA Pregnant women Cohort 936 Nugent score BV a predictor of intraamniotic  
infection (OR = 1.7)

PID Turpin et al., 2021 Alabama,  
USA

Nonpregnant women 
(15–44 years old)

Cohort: Participants 
assessed quarterly  

for a year

2,956 Nugent score,  
Amsel criteria

BV associated with increased risk of 
incident PID (HR = 1.52 – 1.94)

Periodontitis Escalda et al., 2021 USA Nonpregnant women 
(18–49 years old)

Cross-sectional 961 Nugent score Positive association between BV  
and periodontitis (OR = 1.71)

UTI Hillebrand et al., 
2002

Philadelphia,  
USA

Pregnant women Cross-sectional 503 Amsel criteria Positive association between BV  
and UTI (OR = 2.21)

A concise summary of the strongest evidence for associations between BV and infection. For each condition, the largest cohort study available was 
included. If no cohort studies were available, the largest cross-sectional study was included. When possible, meta-analysis reviews (in bold) were included 
in lieu of individual clinical studies. This is not a systematic review; the table does not include all clinical studies investigating BV and infection risk, 
including some that may not have found an association between the conditions. Additional references are provided in the text. RR, relative risk.
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tify as Black or African American (6, 81, 82), have lower socioeco-
nomic status and fewer educational opportunities, and are more 
likely to be exposed to chronic psychosocial stress and a higher 
number of  adverse early life experiences compared with individuals 
who self-identify with other races (13, 83–85). To tease apart associ-
ations between BV and STI, in 2008 Peipert et al. used Cox regres-
sion to estimate the associations and synergy index between BV and 
STIs (86). Their results suggested that there were factors in addition 
to BV and race individually that were contributing to the synergistic 
association (synergy index of  3.38), suggesting that “social network 
or the consequences of  socioeconomic position” could be playing 
a role. A notable study of  Native American women showed that 
BV was significantly associated with the experience and intensity 
of  historic loss, a syndrome defined as “a multigenerational factor 
involving slavery, forced removal from one’s land, legally ratified 
race-based segregation, and contemporary discrimination” (45). 
Other sections of  this Review illustrate that chronic stress and high-
er numbers of  adverse life experiences are also associated with BV, 
emphasizing that life circumstances rather than racial categories 
may underlie the different outcomes associated with BV.

Contraceptives and hormones. Studies of  reproductive-age individ-
uals suggest that hormonal contraception has been associated with 
a lower diversity of  vaginal microbiota and significantly lower risks 
for BV, PID, and trichomoniasis, but this may not be true for other 
STIs (e.g., HSV2, chlamydia) (87, 88). Spermicides and copper T 
intrauterine devices have also been linked with steadily increasing 
rates of  BV in users evaluated up to 180 days (89). See also The 
vaginal microbiota over the lifespan below.

Sexual practices. BV has been associated with a wide range of  
different STIs (Table 1). There is a strong resemblance in behavior-
al risk profiles between women with BV and those with STIs (10, 

underlying the link between BV, smoking, and oral health are not 
fully understood, studies have identified compounds from tobacco 
present in vaginal secretions (67). This supports the theory that 
these compounds could directly interact with host or bacterial cells 
in the vagina. Additional studies are needed to determine whether 
smoking cessation or oral health interventions impact the compo-
sition of  the vaginal microbiota, particularly in combination with 
other BV treatment strategies.

From a microbiological standpoint, periodontitis has been cor-
related with BV (49) and with significantly greater abundances of  
BV-associated bacteria in the vagina (47). Fusobacterium nucleatum is 
ubiquitous in the human mouth and its relative abundance is higher 
during active gum disease (73). The bacterium is also found more 
commonly in the BV vagina (74) and is also a common cause of  
amniotic fluid infection (37, 75). Periodontitis has also been recog-
nized as a risk factor for preterm birth and pregnancy loss (29, 48, 
49). A study of  n = 120 pregnancies measured higher numbers of  
F. nucleatum in subgingival biofilms and compromised oral health 
in those who delivered preterm compared with their full-term coun-
terparts (73). In laboratory studies, F. nucleatum addition to mini-
mally processed human vaginal bacterial communities promoted 
outgrowth of  the prominent BV bacterium, Gardnerella (76). Previ-
ous studies identifying correlations between receptive oral sex and 
BV (77–80) could be related to orogenital transfer of  F. nucleatum 
promoting the overgrowth of  BV bacteria in the vagina (76). Future 
studies are needed to understand how sexual behaviors and oral 
health are related and to test if  oral health interventions might 
improve sexual and reproductive health.

Racism and historic loss. There are several common risk factors 
for BV, STI (81), and some pregnancy-associated infections. For 
example, people with these infections are more likely to self-iden-

Figure 2. A brief history of advances contributing to the recognition of links between BV and infection. We have selected studies representing major 
milestones in the field. References correspond to the text, and several are summarized in Table 1. BV, bacterial vaginosis.
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(102–104), that douching is unnec-
essary and may lead to poor health 
outcomes. In a large study of  pregnant 
women, self-identified Black women 
had similar microbiomes whether they 
engaged in vaginal douching or not. 
However, douching White women 
tended to have microbiotas that looked 
more similar to Black women than 
nondouching White women, with 
higher numbers of  L. iners and lower 
numbers of  L. crispatus. Striking data 
show that White women who douched 
also had different socioeconomic 
indicators than nondouching White 
women, including significantly lower 
educational attainment, lower socio-
economic status, higher BMI, and 
more adverse life events (105). These 
observations support the interpretation 
that social factors are important driv-
ers in BV irrespective of  “race” and 
that douching may be a response to 
more severe BV symptoms. This does 
not exclude the possibility that douch-
ing also has independent effects on the 
vaginal microbiome.

Microbial factors
Next, we discuss the roles played by 
BV bacteria and their coconspirators 

in directly causing infections or promoting them by engaging in 
disruptive behaviors that predispose the host to infection, including 
the provocation and manipulation of  host responses (Figure 3).

L. crispatus and L. iners. Individuals with abundant L. crispatus 
(CST-I) have the lowest risk of  vaginal infections with viruses, bac-
teria, and protozoan parasites (106, 107) compared with individ-
uals with other state types, including CST-III (L. iners dominant). 
Although there may be confounders to consider, several lines of  
evidence suggest L. crispatus can have beneficial effects and that 
L. iners could be harmful or less protective than L. crispatus (107, 
108). First, recent clinical trials that administered L. crispatus vag-
inally after antibiotic treatment for BV or recurrent UTI showed 
improvement in the recurrence rates of  these conditions (109, 110). 
As well, some in vitro studies showed L. iners cultures made less 
lactic acid compared with L. crispatus cultures, potentially creating 
a less microbicidal milieu. L. iners encodes a cholesterol-dependent 
pore-forming toxin (inerolysin) capable of  disrupting vaginal epi-
thelial cells (111, 112). Finally, longitudinal studies investigating 
microbiota dynamics found that L. iners–dominant communities 
more frequently displayed shifts to Lactobacillus-depleted microbial 
communities. Additional studies are needed to clarify whether and 
in what specific contexts L. iners may have pathogenic effects.

Gardnerella may encourage virulence of  other pathogens. Gardnerella 
is found in the healthy vaginal microbiome. It is also one of  the 
most abundant bacterial species in BV and continues to be at the 
center of  debates about causal relationships. Since human studies 

90). Shared risk factors include having higher numbers of  lifetime 
sexual partners, having concurrent partners, and having a history 
of  STI. (8, 10–13, 77, 91–94). Increasing evidence, now including 
successful male partner treatment strategies (95), suggests that BV 
itself  may be sexually transmitted. Molecular concordance in bacte-
rial occupancy between heterosexual partners further supports this 
conclusion (17, 96, 97). Multiple research studies in specific high-
risk populations have also linked the psychological effects of  chron-
ic stress to patterns of  high-risk sexual behaviors (45, 94), which are 
in turn linked to both BV and STI and often have strong links to 
other social determinants of  health.

Vaginal douching. Associations between douching and BV are 
prominent in the literature (98). Douching has also been noted as a 
risk factor for subsequent development of  PID and STIs (98, 99). A 
study of  72 individuals suggested that those with BV who douche 
were more likely to have a proinflammatory immune signature than 
those with BV who did not douche. Likewise, BV-associated douch-
ing was associated with higher cytokine levels compared with those 
without BV regardless of  douching behavior (100). Together, these 
studies present circumstantial evidence that douching should be 
discouraged. In a small crossover study, douching cessation alone 
was not associated with significant changes in the representation 
of  Lactobacillus or other common vaginal taxonomic groups (101). 
Larger and more comprehensive studies are needed to fully sup-
port recommendations, for example, from the American College 
of  Obstetrics and Gynecology and Centers for Disease Control 

Figure 3. Three constellations of factors link the varied relationships between BV and infection. In the 
schematic, microbial factors, intrinsic host factors, and societal, cultural, and behavioral factors are defined 
as overlapping risk zones for BV and related infections.



The Journal of Clinical Investigation   R E V I E W  S E R I E S :  M I C R O B I O M E  I N  H E A LT H  A N D  D I S E A S E

6 J Clin Invest. 2025;135(11):e184322  https://doi.org/10.1172/JCI184322

most often report associations, they cannot be used to prove direct 
causation. However, evidence from mouse models indicates that 
the presence of  Gardnerella in the vagina can enhance infection by 
other pathogens. For example, in nonpregnant mice, coinocula-
tion with Gardnerella resulted in higher levels of  ascending uterine 
infection by Prevotella bivia (P. bivia) (113). In a timed-pregnancy 
mouse model, coinoculation with Gardnerella enhanced not only 
vaginal colonization, but also ascending uteroplacental infection by 
the neonatal sepsis pathogen group B Streptococcus (114). Whether 
these phenotypes were due to a direct effect of  Gardnerella on the 
bacterial pathogens themselves, or indirect via the host response, 
remains to be determined.

Gardnerella also promotes the pathogenesis of  UTI by uro-
pathogenic E. coli (UPEC) (115, 116). Gardnerella is routinely found 
in urine collected from women, including samples collected by 
catheterization (117). In a mouse model, Gardnerella did not col-
onize the urinary tract. However, even short-lived transurethral 
exposures resulted in a transcriptional signature of  inflamma-
tion and urothelial turnover (118, 119). Gardnerella exposure also 
resulted in evidence of  kidney injury (higher serum creatinine) due 
to the proinflammatory effects of  IL-1R signaling. In a separate 
model, Gardnerella was administered to mice after resolution of  an 
experimental UPEC UTI. This secondary exposure to Gardnerel-
la triggered the emergence of  UPEC from quiescent intracellular 
reservoirs that had formed during the initial infection, resulting 
in recurrent UTI (116, 120), potentially due to disruption of  the 
urothelial barrier by Gardnerella-induced exfoliation. In the UPEC 
recurrent UTI model, Gardnerella exposure was also associated with 
a greater likelihood of  severe kidney abscess and splenomegaly 
with evidence of  transient bacteremia (120).

Growth synergy. Several studies suggest synergistic growth or 
metabolism may contribute to BV and drive associations with other 
infections. For example, Gardnerella vaginalis (G. vaginalis) enhanc-
es A. vaginae viability in vitro (121). As well, Trichomonas vaginalis 
(T. vaginalis) inhibited the growth of  Lactobacillus, but not BV, bac-
teria in an in vitro vaginal ectocervical infection model (122). In 
addition, P. bivia and G. vaginalis exhibited growth synergy via pro-

duction and utilization of  ammonia, respective-
ly (123). Peptostreptococcus anaerobius growth was 
aided by amino acids produced by P. bivia (124, 
125). Another form of  metabolic interaction is 
the cross-species feeding of  sugars scavenged 
from the host. Glycan chains with terminal sialic 
acids are abundant on cell surface and secreted 
glycoproteins at mucosal surfaces, including the 
vagina. A hallmark of  BV is sialidase activity in 
cervicovaginal fluid, which is produced by BV 
bacteria including Gardnerella (126). Cooperation 
exists between sialidase-producing bacteria that 
liberate sialic acids, with pathogens like F. nuclea-
tum that lack a sialidase but can transport and 
metabolize the monosaccharide (76). Mutant 
F. nucleatum incapable of  sialic acid catabolism 
were less capable of  colonizing the sialidase- 
positive mouse vagina.

Chlamydia is a tryptophan auxotroph. 
IFN-γ mediates protective immunity to Chla-

mydia infection by upregulating host indoleamine 2,3-dioxygenase 
(IDO1) (127), which catabolizes tryptophan, reducing its availabil-
ity. C. trachomatis circumvents this by converting exogenous indole 
into tryptophan. Indole is present in vaginal fluid from women with 
BV (128), with CST-IV microbiota being associated with low levels 
of  vaginal tryptophan and higher abundance of  indole-producing 
bacteria (129). Furthermore, supernatants from indole-producing 
Prevotella strains, but not from indole-negative strains, promoted 
growth of  tryptophan-starved C. trachomatis and rescued them from 
IFN-γ-mediated inhibition (130).

These data illustrate how dynamic commensal and synergistic 
relationships between bacteria may be driving the polymicrobial 
consortia we recognize as BV and creating niches for opportunistic 
pathogens to take root.

Bacterial proximity and damage to the vaginal epithelium. The epi-
thelium is a physical barrier contributing to innate defense against 
invading pathogens. One characteristic feature of  BV is the pres-
ence of  an adherent, Gardnerella biofilm on the surface of  vaginal 
epithelial cells. The biofilm is believed to contribute to antimicrobi-
al tolerance and BV recurrence (131, 132). Recent studies indicate 
that the proximity of  BV bacteria to the epithelium and their ability 
to attack the surface glycans with secreted glycosidases leads to a 
depletion of  the protective glycocalyx (133) and may leave the epi-
thelium more prone to colonization and attack. Additional species 
of  vaginal bacteria, protozoan pathogens, and viral pathogens can 
become embedded into the biofilm. Examples include other BV 
bacteria and other genital pathogens known to co-occur with BV, 
such as Trichomonas vaginalis, which incited more damage to the 
host epithelium together with Gardnerella (134, 135) and UTI patho-
gens like E. coli and Enterococcus faecalis (136). These interactions 
can have functional consequences. Physical interactions between 
urinary pathogens E. faecalis and Actinomyces neuii increased expres-
sion of  Gardnerella virulence factors cytolysin (vaginolysin) and 
sialidase (137). Gardnerella biofilms were also shown to be capa-
ble of  retaining and then later releasing infectious Chlamydia tra-
chomatis elementary bodies in vitro (138). Conditioned media from  
A. vaginae–infected endothelial cells enhanced HIV transepithelial 

Figure 4. Host responses in the setting of BV versus Lactobacillus-dominant microbiota 
are distinct.
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migration, and this effect was significantly associated with the level 
of  MMP activity (139). Treatment with MMP10 was sufficient to 
disrupt the endocervical barrier in vitro.

In another recent example, N. gonorrhoeae evaded immune 
detection by relying on damage caused to epithelial cells by Gard-
nerella. The gonococcus is known to scavenge activated sugars from 
the host and attach them to its own cell surface, preventing the host 
complement system from attacking (reviewed in ref. 140). In vitro 
models showed that N. gonorrhoeae incorporates more sialic acid 
into its protective coating when purified recombinant Gardnerella 
vaginolysin is present to liberate intracellular sources of  the activat-
ed sialic acid intermediate, CMP-N-acetylneuraminic acid (141). 
Therefore, Gardnerella-aided glycan mimicry could be contributing 
to the association between BV and N. gonorrhoeae infection. Togeth-
er, these studies point to the importance of  colonization and dam-
age to epithelial cells as targets for new treatment modalities to fight 
BV and its comorbid infections.

BV-associated immune signatures impact viral infection. BV has been 
associated with higher risks of  HIV acquisition and HPV progres-
sion. Some studies have reported higher levels of  proinflammatory 
cytokines, including IL-1β, IL-6, and TNF-α, in BV. These cyto-
kines can stimulate HIV-1 infection by activating the long-terminal 
repeat promoter region of  the HIV-1 NF-κB pathway, suggesting 
that they could play a role in the link between BV and HIV. In a 
study of  62 women at high risk for HIV and 33 low-risk individ-
uals acting as controls (142) secretory leukocyte protease inhibi-
tor (SLPI) levels were lower in women with BV and levels of  the 
chemokine RANTES (CCL5) were higher in the high-risk group. 
There was a decrease in RANTES levels after BV treatment com-
pared with paired pretreatment samples (142), suggesting that the 
microbiome influences RANTES production.

Compared with women with Lactobacillus-dominant vaginal 
microbiomes, women with BV or CST-IV were shown to harbor high-
er levels of  mucosal activated CD4+ T cells targeted by HIV (143). In 
contrast, the levels of  protective γδ 1 (GD1) T cells were lower, and 
HIV target GD2 T cells were higher in women with abnormal vagi-
nal flora (Nugent score >3) (144). However, another study found no 
significant associations between microbial community structure and 
cervical T cell counts or markers of  adaptive immune activation (145, 
146). Another recent study investigated Langerhans cells (LCs) in the 
vagina, which are known to capture and degrade HIV-1 and serve as 
antigen-presenting cells (147, 148). These functions were inhibited 
in the context of  inflammation, where LCs instead transmitted HIV-
1 to CD4+ T cells (148). When LCs were exposed to 11 species of  
UV-inactivated vaginal bacteria in vitro, only P. timonesis enhanced 
LCs uptake of  HIV-1, but the virus bypassed autophagic clearance 
and LCs remained infectious for several days, with enhanced trans-
mission to U87-CD4-CCR5 cells (149).

Associations between vaginal inflammatory mediators are also 
believed to mediate interactions between BV and HPV. The inva-
sive cervical carcinoma outcomes in patients who were positive 
for HPV were different between women with Lactobacillus-domi-
nant microbiota (positive association with MIP-1β and IL-2) or 
non-Lactobacillus-dominant microbiota (positive association with 
IP-10, RANTES, Flt-3L, IL-4, and sCD40L) (150). Only IL-36γ 
was positively associated with invasive cervical carcinoma in both 
vaginal microbiome groups.

Immunomodulatory glycan-binding proteins in BV-associated tricho-
moniasis. There is also evidence that changes to immune signatures 
in BV can impact parasitic infections. There is a significant associ-
ation between BV and trichomoniasis. T. vaginalis cases with BV 
or intermediate Nugent scores expressed higher levels of  galectin-9 
and IL-1β and lower levels of  galectin-3 compared with tricho-
moniasis in the absence of  BV (151). An in vitro infection model 
implicated P. bivia as a causal factor in this relationship. In this 
model of  in vitro vaginal epithelial infection, T. vaginalis synergized 
with its endosymbiont Trichomonasvirus (TVV) and BV bacteria 
to upregulate galectin-1, galectin-9, and inflammatory cytokines.  
P. bivia downregulated T. vaginalis+TVV–induced antiviral response 
(IP-10 and RANTES). P. bivia downregulated galectin-3 but led to 
higher expression of  galectin-1, galectin-9, and IL-1β. These results 
were consistent with the clinical findings of  mixed T. vaginalis–BV 
infections in the same study (151). Additionally, A. vaginae and  
G. vaginalis amplified epithelial cell proinflammatory responses to 
the Trichomonas virulence factors LPG/CPI-GC and TVV, whereas 
P. bivia suppressed TV/TVV-induced chemokines (122).

Host genetics and other intrinsic factors
Finally, we discuss the role of  factors that are intrinsic to the host, 
for example, those based on host age, genetics, or immunity, in the 
associations between BV and infection.

The vaginal microbiota over the lifespan. The vaginal microbiome 
shifts throughout the lifespan in response to intrinsic changes in 
hormonal composition, for example, at menarche; during men-
strual cycles (16), pregnancy, and postpartum (152, 153); and in 
menopause (154). The physiology of  the vaginal epithelium is 
highly responsive to estrogen and often does not support Lactoba-
cillus species in menopause. However, vaginal estrogen replace-
ment is highly effective at restoring the epithelium to a state that 
can support lactobacilli (155). Early studies described reproduc-
tive-age (premenopausal) women as being most likely to carry  
L. crispatus–dominant (CST-I), L. iners–dominant (CST-III), or the 
“diverse”, non-Lactobacillus-dominant (CST-IV) microbiotas. The 
diverse CST-IV microbiota has begun to be characterized with 
more intention. The CST-IV-B pattern is similar to BV, with high 
levels of  Gardnerella and Fannyhessea. In postmenopausal women, 
another pattern reveals a substantial abundance of  Streptococcus and 
Prevotella (CST-IV-A) (154). Other studies confirm that Lactobacil-
lus-dominant microbiomes are less often harbored by postmeno-
pausal women (reviewed in ref. 156). A systematic review of  13 
studies reported postmenopausal women with an overall BV (by 
Nugent or Amsel criteria) prevalence of  16.9%, ranging between 
2% and 57% (157). However, there is debate about what should 
be called “BV” in postmenopausal women, since the community 
of  microbes is different than that seen in premenopausal women 
and is not always associated with symptoms (18, 156). Recently, 
the pregnancy-to-postpartum transition vaginal microbiome has 
also been characterized as having higher abundance of  the genera 
Streptococcus and Prevotella (152), raising the possibility that under-
standing this pattern may yield benefits for women across the hor-
monal stages of  life.

Genomics and genetics. Several SNPs have been linked with BV 
in GWAS (Supplemental Table 1; supplemental material available 
online with this article; https://doi.org/10.1172/JCI184322DS1). 



The Journal of Clinical Investigation   R E V I E W  S E R I E S :  M I C R O B I O M E  I N  H E A LT H  A N D  D I S E A S E

8 J Clin Invest. 2025;135(11):e184322  https://doi.org/10.1172/JCI184322

TLRs. SNPs in TLR4 and TLR2 have also been hypothesized 
to be creating imbalanced immune responses in the context of  
infection and disease. In one study of  pregnant women, the TLR4 
896G polymorphism was linked with a BV-like microbiome and, 
surprisingly, 896G carriers did not exhibit the same elevated IL-1 
or IL-1ra levels seen in 896A homozygotes despite both compar-
ison groups having BV-associated bacteria (168). However, only 
approximately 10% of  individuals in the study carried the 896G 
allele. While several studies have failed to find TLR4 in the vagi-
nal epithelium, its expression has been reported in the endocervix, 
endometrium, and fallopian tubes (122, 171, 173). In women with 
clinical PID, SNPs in TLR2 were modestly associated with the pres-
ence of  cervical A. vaginae (174), further supporting the hypothesis 
that polymorphisms in TLRs may promote differential sensitivities 
or responses to microbial products and help to explain differential 
health outcomes experienced by patients.

Summary and outlook
In closing, reported links between BV and other infections are many. 
Ongoing research continues to map the landscape and topography of  
mechanisms that underlie these connections. Clear parallels between 
the risk factor profiles of  BV and infections, including socioeconomic 
indicators and associated psychosocial stress, sexual behavior, nutri-
tion, smoking, douching, and contraceptive choices may explain 
some instances of  BV and infection co-occurrence. Progress has also 
been made in identifying single nucleotide genetic variants mostly 
associated with host immunity that are linked with BV. How the 
identified SNPs function in experimental disease models remains to 
be determined. We emphasize that BV is not “just” a lack of  protec-
tive bacteria predisposing a person to infection. As discussed above, 
mounting evidence indicates that BV bacteria can actively inflict 
harm on the vaginal mucosa and can trigger host and microbial 
responses linked with susceptibility to other infections. A network 
of  synergistic, symbiotic, and opportunistic interactions is beginning 
to emerge between the many microbes of  the female urogenital sys-
tem and the host environment. This interconnected biome consists 
of  individual members in functional relationships studied mostly in a 
pairwise fashion. Additional epidemiological, clinical, and molecu-
lar research is needed to support or refute further pairwise and high-
er-order interaction studies to identify the links supporting pathogen 
outgrowth and virulence. New bacterial genetic systems will be a 
crucial step forward to understand the mechanisms. Experimental 
models are needed that can also integrate the impacts of  severe psy-
chosocial stressors, relevant contexts of  host immunity, and specific 
combinations of  microbes to better define how these complex factors 
influence the development of  infections in the setting of  BV.
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Given the known roles of  the identified proteins, receptors, and 
proteoglycans in infection (see below), it is plausible that these poly-
morphisms impact the risk of  BV and other infections. Although 
little follow-up has been done so far, the results of  these studies 
suggest several encouraging theoretical mechanisms linking BV to 
risks of  infection.

Syndecans. Syndecans are a class of  glycosylated proteins that 
are heavily modified with heparan sulfate (HS) found on the vaginal 
and uterine epithelium (158). One GWAS of  686 women with or at 
risk of  HIV identified several SNPs that were associated with BV 
status in all 4 human syndecan genes (SDC1-4) (159). Self-reported 
race and ethnicity, as well as geographical information and “ances-
try-informed” molecular markers, were used to “estimate” ancestry 
and to identify 10 SNPs in SDC1, -2, and -4 tied to a higher risk of  
BV within each group of  individuals studied. Different numbers of  
individuals studied could have different statistical power to detect 
differences in SNP frequency between those with and without BV. 
Nevertheless, the study identified BV-associated syndecan SNPs in 
all ancestral groups studied. SNPs in syndecans have also been found 
to be associated with STIs. Many STI pathogens adhere to HS pro-
teoglycans as a strategy for infection (160–163). It is hypothesized 
that these SNPs could affect HS-binding by BV-associated microbes 
and pathogens of  other STIs like chlamydia, HIV, and HPV.

Mannose-binding lectins. Another group of  implicated proteins 
are mannose-binding lectins (MBLs), pattern recognition recep-
tors important in the complement pathway that recognize and flag 
pathogens for downstream immune processing (164). The under-
lying mechanisms are not yet understood, but it is thought that 
disruption of  MBL-pathogen binding could play a role in infec-
tion progression or recurrence. In a study of  171 Kenyan wom-
en, SNPs in the MBL (MBL2) region were significantly associ-
ated with decreased abundance of  L. iners, increased abundance 
of  Gardnerella, and greater α-diversity (CST-IV) (164). Studies in 
cohorts of  Indian and Brazilian women also reported associations 
between MBL2 polymorphisms and increased risk of  BV, but other 
studies in Italian women failed to find associations between MBL 
SNPs and BV (165–167).

IL-1 signaling. SNPs in IL-1α, IL-1β, and IL-1ra have also been 
associated with disease. IL-1α and IL-1β are important cytokines 
that mediate proinflammatory responses via the ubiquitously 
expressed IL-1 receptor. In one study of  US women, carriage of  
IL-1 receptor antagonist allele 2 (IL1RN*2) was significantly asso-
ciated with a dampened IL-1β response in the presence of  G. vagi-
nalis and Gram-negative rods, along with a reduced rate of  sponta-
neous preterm birth (168). The hypothesis that imbalances in either 
direction of  the inflammatory response could influence risks for 
preterm birth is also supported by studies linking preterm birth with 
higher levels of  maternal proinflammatory IL-1β, IL-6, TNF-α, and 
with SNPs in IL-1β (169–171). During infection, IL-1β and IL1-ra 
are often coexpressed and mediate an adequate immune response 
by competing for binding to IL-1R. SNPs in IL1RN*2 could be 
promoting higher expression of  IL1-ra, reducing the IL-1β–mediat-
ed inflammation and lowering the chance of  preterm birth, as seen 
in ref. 168. In a small cohort of  pregnant women, those with BV 
had higher concentrations of  IL-1α relative to healthy individuals 
acting as controls, and IL-1α correlated with levels of  endotoxin in 
cervical mucus and vaginal fluid (172).



The Journal of Clinical Investigation      R E V I E W  S E R I E S :  M I C R O B I O M E  I N  H E A LT H  A N D  D I S E A S E

9J Clin Invest. 2025;135(11):e184322  https://doi.org/10.1172/JCI184322

	 1.	Samartino SD, et al. Characterizing the vaginal 
microbiome in a sexually fluid primate (Pan panis-
cus). Folia Primatol (Basel). 2024;95(3):211–222.

	 2.	Zhou Q, et al. Relationship of  Lactobacillus vaginal 
microbiota changes and the risk of  preterm birth: 
a systematic review and meta-analysis. J Womens 
Health (Larchmt). 2024;33(2):228–238.

	 3.	Gudnadottir U, et al. The vaginal microbiome and 
the risk of  preterm birth: a systematic review and 
network meta-analysis. Sci Rep. 2022;12(1):7926.

	 4.	O’Hanlon DE, et al. In vaginal fluid, bacteria 
associated with bacterial vaginosis can be sup-
pressed with lactic acid but not hydrogen perox-
ide. BMC Infect Dis. 2011;11:200.

	 5.	Martínez B, et al. Cell wall homeostasis in lactic 
acid bacteria: threats and defences. FEMS Microbi-
ol Rev. 2020;44(5):538–564.

	 6.	Ravel J, et al. Vaginal microbiome of  repro-
ductive-age women. Proc Natl Acad Sci U S A. 
2011;108(suppl 1):4680–4687.

	 7.	Nugent RP, et al. Reliability of  diagnosing bacte-
rial vaginosis is improved by a standardized meth-
od of  gram stain interpretation. J Clin Microbiol. 
1991;29(2):297–301.

	 8.	Amsel R, et al. Nonspecific vaginitis. Diagnostic 
criteria and microbial and epidemiologic associa-
tions. Am J Med. 1983;74(1):14–22.

	 9.	Tamarelle J, et al. Factors associated with inci-
dence and spontaneous clearance of  molecu-
lar-bacterial vaginosis: results from a longitudinal 
frequent-sampling observational study. Sex Transm 
Dis. 2022;49(9):649–656.

	10.	Allsworth JE, Peipert JF. Prevalence of  bacterial 
vaginosis: 2001-2004 national health and nutri-
tion examination survey data. Obstet Gynecol. 
2007;109(1):114–120.

	11.	Brotman RM, et al. Bacterial vaginosis assessed 
by gram stain and diminished colonization 
resistance to incident gonococcal, chlamydial, 
and trichomonal genital infection. J Infect Dis. 
2010;202(12):1907–1915.

	12.	Klebanoff  MA, et al. Race of  male sex partners 
and occurrence of  bacterial vaginosis. Sex Transm 
Dis. 2010;37(3):184–190.

	13.	Massad LS, et al. Correlates of  bacterial vaginosis 
over long-term follow-up: impact of  HIV infection. 
AIDS Res Hum Retroviruses. 2017;33(5):432–439.

	14.	Lala KN, Feldman MW. Genes, culture, and 
scientific racism. Proc Natl Acad Sci U S A. 
2024;121(48):e2322874121.

	15.	Lee CY, et al. Evaluation of  vaginal microbiome 
equilibrium states identifies microbial parameters 
linked to resilience after menses and antibiotic 
therapy. PLoS Comput Biol. 2023;19(8):e1011295.

	16.	Gajer P, et al. Temporal dynamics of  the 
human vaginal microbiota. Sci Transl Med. 
2012;4(132):132ra52.

	17.	Mehta SD, et al. The microbiome composition of  
a man’s penis predicts incident bacterial vaginosis 
in his female sex partner with high accuracy. Front 
Cell Infect Microbiol. 2020;10:433.

	18.	Mitchell CM, et al. Bacterial communities asso-
ciated with abnormal nugent score in postmeno-
pausal versus premenopausal women. J Infect Dis. 
2021;223(12):2048–2052.

	19.	Fredricks DN. Molecular methods to describe the 
spectrum and dynamics of  the vaginal microbio-
ta. Anaerobe. 2011;17(4):191–195.

	20.	Mayer BT, et al. Rapid and profound shifts in 
the vaginal microbiota following antibiotic 
treatment for bacterial vaginosis. J Infect Dis. 
2015;212(5):793–802.

	21.	Gardner HL, Dukes CD. New etiologic agent 
in nonspecific bacterial vaginitis. Science. 
1954;120(3125):853.

	22.	Srinivasan S, et al. Temporal variability of  human 
vaginal bacteria and relationship with bacterial 
vaginosis. PLoS One. 2010;5(4):e10197.

	23.	van den Munckhof  EHA, et al. Comparison of  
Amsel criteria, Nugent score, culture and two 
CE-IVD marked quantitative real-time PCRs 
with microbiota analysis for the diagnosis of  
bacterial vaginosis. Eur J Clin Microbiol Infect Dis. 
2019;38(5):959–966.

	24.	Joesoef  MR, et al. Coinfection with chlamydia 
and gonorrhoea among pregnant women and bac-
terial vaginosis. Int J STD AIDS. 1996;7(1):61–64.

	25.	Wiesenfeld HC, et al. Bacterial vaginosis is a 
strong predictor of  Neisseria gonorrhoeae and 
Chlamydia trachomatis infection. Clin Infect Dis. 
2003;36(5):663–668.

	26.	Bautista CT, et al. Association of  bacterial vag-
inosis with chlamydia and gonorrhea among 
women in the U.S. Army. Am J Prev Med. 
2017;52(5):632–639.

	27.	Gallo MF, et al. Bacterial vaginosis, gonorrhea, 
and chlamydial infection among women attend-
ing a sexually transmitted disease clinic: a lon-
gitudinal analysis of  possible causal links. Ann 
Epidemiol. 2012;22(3):213–220.

	28.	Allsworth JE, Peipert JF. Severity of  bacterial vagi-
nosis and the risk of  sexually transmitted infection. 
Am J Obstet Gynecol. 2011;205(2):113.e1–113.e6.

	29.	Martin HL, et al. Vaginal lactobacilli, microbial 
flora, and risk of  human immunodeficiency virus 
type 1 and sexually transmitted disease acquisi-
tion. J Infect Dis. 1999;180(6):1863–1868.

	30.	Seña AC, et al. Bacterial vaginosis and its associ-
ation with incident trichomonas vaginalis infec-
tions: a systematic review and meta-analysis. Sex 
Transm Dis. 2021;48(12):e192–e201.

	31.	Głowienka-Stodolak M, et al. Human papilloma-
virus infections and the role played by cervical 
and cervico-vaginal microbiota-evidence from 
next-generation sequencing studies. Cancers 
(Basel). 2024;16(2):399.

	32.	Martins BCT, et al. Bacterial vaginosis and cervi-
cal human papillomavirus infection in young and 
adult women: a systematic review and meta-anal-
ysis. Rev Saude Publica. 2023;56:113.

	33.	Gillet E, et al. Bacterial vaginosis is associated 
with uterine cervical human papillomavirus infec-
tion: a meta-analysis. BMC Infect Dis. 2011;11:10.

	34.	Atashili J, et al. Bacterial vaginosis and HIV 
acquisition: a meta-analysis of  published studies. 
AIDS. 2008;22(12):1493–1501.

	35.	Cohen CR, et al. Bacterial vaginosis and HIV 
seroprevalence among female commercial 
sex workers in Chiang Mai, Thailand. AIDS. 
1995;9(9):1093–1097.

	36.	Cherpes TL, et al. Association between acquisition 
of  herpes simplex virus type 2 in women and bac-
terial vaginosis. Clin Infect Dis. 2003;37(3):319–325.

	37.	DiGiulio DB, et al. Prevalence and diversity of  
microbes in the amniotic fluid, the fetal inflam-
matory response, and pregnancy outcome in 

women with preterm pre-labor rupture of  mem-
branes. Am J Reprod Immunol. 2010;64(1):38–57.

	38.	DiGiulio DB. Diversity of  microbes in amniotic 
fluid. Semin Fetal Neonatal Med. 2012;17(1):2–11.

	39.	Hecht JL, et al. Characterization of  chorioam-
nionitis in 2nd-trimester C-section placentas 
and correlation with microorganism recovery 
from subamniotic tissues. Pediatr Dev Pathol. 
2008;11(1):15–22.

	40.	Silver HM, et al. Evidence relating bacterial 
vaginosis to intraamniotic infection. Am J Obstet 
Gynecol. 1989;161(3):808–812.

	41.	Romero R, et al. Evidence that intra-amniotic 
infections are often the result of  an ascending 
invasion - a molecular microbiological study.  
J Perinat Med. 2019;47(9):915–931.

	42.	Newton ER, et al. Bacterial vaginosis and 
intraamniotic infection. Am J Obstet Gynecol. 
1997;176(3):672–677.

	43.	Turpin R, et al. Bacterial vaginosis and behavioral 
factors associated with incident pelvic inflammato-
ry disease in the longitudinal study of  vaginal flora. 
J Infect Dis. 2021;224(12 suppl 2):S137–S144.

	44.	Foxman B. The epidemiology of  urinary tract 
infection. Nat Rev Urol. 2010;7(12):653–660.

	45.	Borgogna JLC, et al. Vaginal microbiota of  
American Indian women and associations with 
measures of  psychosocial stress. PLoS One. 
2021;16(12):e0260813.

	46.	Harmanli OH, et al. Urinary tract infections in 
women with bacterial vaginosis. Obstet Gynecol. 
2000;95(5):710–712.

	47.	Hillebrand L, et al. Urinary tract infections in 
pregnant women with bacterial vaginosis. Am J 
Obstet Gynecol. 2002;186(5):916–917.

	48.	Sumati AH, Saritha NK. Association of  urinary 
tract infection in women with bacterial vaginosis. 
J Glob Infect Dis. 2009;1(2):151–152.

	49.	Escalda C, et al. Association of  bacterial vaginosis 
with periodontitis in a cross-sectional American 
nationwide survey. Sci Rep. 2021;11(1):630.

	50.	Balle C, et al. Relationship between the oral and 
vaginal microbiota of  South African adolescents 
with high prevalence of  bacterial vaginosis. Micro-
organisms. 2020;8(7):1004.

	51.	Li M, McDermott R. Smoking, poor nutrition, 
and sexually transmitted infections associated 
with pelvic inflammatory disease in remote North 
Queensland Indigenous communities, 1998-2005. 
BMC Womens Health. 2015;15:31.

	52.	Noormohammadi M, et al. Association between 
dietary patterns and bacterial vaginosis: a 
case-control study. Sci Rep. 2022;12(1):12199.

	53.	Noormohammadi M, et al. Dietary acid load, 
alternative healthy eating index score, and bacteri-
al vaginosis: is there any association? A case- 
control study. BMC Infect Dis. 2022;22(1):803.

	54.	Noormohammadi M, et al. Is there any associa-
tion between adherence to the Mediterranean diet 
and dietary total antioxidant capacity with bacte-
rial vaginosis? Results from a case-control study. 
BMC Womens Health. 2022;22(1):244.

	55.	Brookheart RT, et al. Association between obesity 
and bacterial vaginosis as assessed by Nugent score. 
Am J Obstet Gynecol. 2019;220(5):476.e1–476.e11.

	56.	Kershaw TS, et al. The skinny on sexual risk: the 
effects of  BMI on STI incidence and risk. AIDS 
Behav. 2011;15(7):1527–1538.



The Journal of Clinical Investigation   R E V I E W  S E R I E S :  M I C R O B I O M E  I N  H E A LT H  A N D  D I S E A S E

1 0 J Clin Invest. 2025;135(11):e184322  https://doi.org/10.1172/JCI184322

	57.	Mojtahedi SF, et al. Association between bacterial 
vaginosis and 25-Hydroxy vitamin D: a case- 
control study. BMC Infect Dis. 2023;23(1):208.

	58.	Liu S, et al. Vitamin D effects on Chlamydia tracho-
matis infection: a case-control and experimental 
study. Front Cell Infect Microbiol. 2024;14:1366136.

	59.	Anderson SM, et al. Vitamin D status impacts gen-
ital mucosal immunity and markers of  HIV-1 sus-
ceptibility in women. Nutrients. 2020;12(10):3176.

	60.	Bodnar LM, et al. Maternal vitamin D defi-
ciency is associated with bacterial vaginosis 
in the first trimester of  pregnancy. J Nutr. 
2009;139(6):1157–1161.

	61.	Dunlop AL, et al. Maternal vitamin D, folate, and 
polyunsaturated fatty acid status and bacterial 
vaginosis during pregnancy. Infect Dis Obstet Gyne-
col. 2011;2011:216217.

	62.	Turner AN, et al. A blinded, randomized con-
trolled trial of  high-dose vitamin D supplementa-
tion to reduce recurrence of  bacterial vaginosis. 
Am J Obstet Gynecol. 2014;211(5):479.e1–479.e13.

	63.	Akoh CC, et al. Low Vitamin D is associated with 
infections and proinflammatory cytokines during 
pregnancy. Reprod Sci. 2018;25(3):414–423.

	64.	Bagaitkar J, et al. Tobacco use increases sus-
ceptibility to bacterial infection. Tob Induc Dis. 
2008;4(1):12.

	65.	Vidrine DJ. Cigarette smoking and HIV/AIDS: 
health implications, smoker characteristics and 
cessation strategies. AIDS Educ Prev.  
2009;21(3 suppl):3–13.

	66.	Furber AS, et al. Is smoking tobacco an indepen-
dent risk factor for HIV infection and progression 
to AIDS? A systemic review. Sex Transm Infect. 
2007;83(1):41–46.

	67.	Nelson TM, et al. Cigarette smoking is associated 
with an altered vaginal tract metabolomic profile. 
Sci Rep. 2018;8(1):852.

	68.	Jiang C, et al. Smoking increases the risk of  infec-
tious diseases: A narrative review. Tob Induc Dis. 
2020;18:60.

	69.	Ekanem E, et al. Prevention of  surgical site infec-
tion and sepsis in pregnant obese women. Best 
Pract Res Clin Obstet Gynaecol. 2023;91:102406.

	70.	Brotman RM, et al. Association between cigarette 
smoking and the vaginal microbiota: a pilot study. 
BMC Infect Dis. 2014;14:471.

	71.	Hiscock R, et al. Socioeconomic status and smok-
ing: a review. Ann N Y Acad Sci. 2012;1248:107–123.

	72.	Peres MA, et al. Oral diseases: a global public 
health challenge. Lancet. 2019;394(10194):249–260.

	73.	Lima KM, et al. Fusobacterium nucleatum and 
Prevotella in women with periodontitis and 
preterm birth. Med Oral Patol Oral Cir Bucal. 
2023;28(5):e450–e456.

	74.	Hillier SL, et al. The normal vaginal flora, 
H2O2-producing lactobacilli, and bacterial 
vaginosis in pregnant women. Clin Infect Dis. 
1993;16(suppl 4):S273–S281.

	75.	DiGiulio DB, et al. Microbial prevalence, diversity 
and abundance in amniotic fluid during preterm 
labor: a molecular and culture-based investiga-
tion. PLoS One. 2008;3(8):e3056.

	76.	Agarwal K, et al. Glycan cross-feeding supports 
mutualism between Fusobacterium and the vagi-
nal microbiota. PLoS Biol. 2020;18(8):e3000788.

	77.	Vodstrcil LA, et al. Incident bacterial vaginosis 
(BV) in women who have sex with women is asso-

ciated with behaviors that suggest sexual transmis-
sion of  BV. Clin Infect Dis. 2015;60(7):1042–1053.

	78.	Francis SC, et al. Results from a cross-sectional 
sexual and reproductive health study among school 
girls in Tanzania: high prevalence of  bacterial vagi-
nosis. Sex Transm Infect. 2019;95(3):219–227.

	79.	Tabrizi SN, et al. Prevalence of  Gardnerella vagi-
nalis and Atopobium vaginae in virginal women. 
Sex Transm Dis. 2006;33(11):663–665.

	80.	Schwebke JR, et al. Correlation of  behaviors with 
microbiological changes in vaginal flora. J Infect 
Dis. 1999;180(5):1632–1636.

	81.	McNicholas C, et al. Sexually transmitted infection 
prevalence in a population seeking no-cost contra-
ception. Sex Transm Dis. 2013;40(7):546–551.

	82.	Alcendor DJ. Evaluation of  health disparity in 
bacterial vaginosis and the implications for HIV-1 
acquisition in African American women. Am J 
Reprod Immunol. 2016;76(2):99–107.

	83.	Harville EW, et al. Psychological and biological 
markers of  stress and bacterial vaginosis in preg-
nant women. BJOG. 2007;114(2):216–223.

	84.	Cammack AL, et al. The association between 
early life adversity and bacterial vaginosis during 
pregnancy. Am J Obstet Gynecol.  
2011;204(5):431.e1–431.e8.

	85.	Paul K, et al. Racial disparity in bacterial vagino-
sis: the role of  socioeconomic status, psychosocial 
stress, and neighborhood characteristics, and pos-
sible implications for preterm birth. Soc Sci Med. 
2008;67(5):824–833.

	86.	Peipert JF, et al. Bacterial vaginosis, race, and sex-
ually transmitted infections: does race modify the 
association? Sex Transm Dis. 2008;35(4):363–367.

	87.	Balle C, et al. Contraceptive effects on the cervi-
covaginal microbiome: Recent evidence includ-
ing randomized trials. Am J Reprod Immunol. 
2023;90(5):e13785.

	88.	Akter T, et al. Hormonal contraceptive use and 
the risk of  sexually transmitted infections: a 
systematic review and meta-analysis. Sci Rep. 
2022;12(1):20325.

	89.	Achilles SL, et al. Impact of  contraceptive initia-
tion on vaginal microbiota. Am J Obstet Gynecol. 
2018;218(6):622.e1–622.e10.

	90.	Vodstrcil LA, et al. Bacterial vaginosis: drivers of  
recurrence and challenges and opportunities in 
partner treatment. BMC Med. 2021;19(1):194.

	91.	Forcey DS, et al. Factors associated with bac-
terial vaginosis among women who have sex 
with women: a systematic review. PLoS One. 
2015;10(12):e0141905.

	92.	Kenyon CR, et al. Association between bacterial 
vaginosis and partner concurrency: a longitudinal 
study. Sex Transm Infect. 2018;94(1):75–77.

	93.	Kenyon C, et al. The role of  sexual networks 
in studies of  how BV and STIs increase the 
risk of  subsequent reinfection. Epidemiol Infect. 
2018;146(15):2003–2009.

	94.	Turpin R, et al. Perceived stress and incident sexu-
ally transmitted infections in a prospective cohort. 
Ann Epidemiol. 2019;32:20–27.

	95.	Vodstrcil LA, et al. Male-partner treatment to 
prevent recurrence of  bacterial vaginosis. N Engl J 
Med. 2025;392(10):947–957.

	96.	Zozaya M, et al. Bacterial communities in penile 
skin, male urethra, and vaginas of  heterosexual 
couples with and without bacterial vaginosis. 

Microbiome. 2016;4:16.
	97.	Liu CM, et al. Penile microbiota and female part-

ner bacterial vaginosis in Rakai, Uganda. mBio. 
2015;6(3):e00589.

	98.	Cottrell BH. An updated review of  of  evidence 
to discourage douching. MCN Am J Matern Child 
Nurs. 2010;35(2):102–107.

	99.	Martino JL, Vermund SH. Vaginal douching: 
evidence for risks or benefits to women’s health. 
Epidemiol Rev. 2002;24(2):109–124.

	100.	Alcaide ML, et al. High levels of  inflammatory 
cytokines in the reproductive tract of  women 
with BV and engaging in intravaginal douching: a 
cross-sectional study of  participants in the women 
interagency HIV study. AIDS Res Hum Retrovirus-
es. 2017;33(4):309–317.

	101.	Brown SE, et al. Douching cessation and molec-
ular bacterial vaginosis: a reanalysis of  archived 
specimens. Sex Transm Infect. 2023;99(3):156–161.

	102.	Workowski KA, et al. Sexually transmitted infec-
tions treatment guidelines, 2021. MMWR Recomm 
Rep. 2021;70(4):1–187.

	103.	The American College of  Obstetricians and Gyne-
cologists. Vulvovaginal Health. https://www.
acog.org/womens-health/faqs/vulvovaginal- 
health. Accessed March 27, 2025.

	104.	Myer L, et al. Intravaginal practices, bacterial vagi-
nosis, and women’s susceptibility to HIV infection: 
epidemiological evidence and biological mecha-
nisms. Lancet Infect Dis. 2005;5(12):786–794.

	105.	Sun S, et al. Race, the vaginal microbiome, 
and spontaneous preterm birth. mSystems. 
2022;7(3):e0001722.

	106.	Gosmann C, et al. Lactobacillus-deficient cervico-
vaginal bacterial communities are associated with 
increased HIV acquisition in young South African 
Women. Immunity. 2017;46(1):29–37.

	107.	Zheng N, et al. Contribution of  lactobacillus 
iners to vaginal health and diseases: a systematic 
review. Front Cell Infect Microbiol. 2021;11:792787.

	108.	Petrova MI, et al. Lactobacillus iners: friend or 
foe? Trends Microbiol. 2017;25(3):182–191.

	109.	Mändar R, et al. Impact of  Lactobacillus crispatus- 
containing oral and vaginal probiotics on 
vaginal health: a randomised double-blind 
placebo controlled clinical trial. Benef  Microbes. 
2023;14(2):143–152.

	110.	Bohbot JM, et al. Efficacy and safety of  vaginally 
administered lyophilized Lactobacillus crispatus 
IP 174178 in the prevention of  bacterial vagi-
nosis recurrence. J Gynecol Obstet Hum Reprod. 
2018;47(2):81–86.

	111.	Rampersaud R, et al. Environmental pH modu-
lates inerolysin activity via post-binding blockade. 
Sci Rep. 2018;8(1):1542.

	112.	Rampersaud R, et al. Inerolysin, a cholesterol- 
dependent cytolysin produced by Lactobacillus 
iners. J Bacteriol. 2011;193(5):1034–1041.

	113.	Gilbert NM, et al. Gardnerella vaginalis and 
Prevotella bivia trigger distinct and overlapping 
phenotypes in a mouse model of  bacterial vagino-
sis. J Infect Dis. 2019;220(7):1099–1108.

	114.	Gilbert NM, et al. Gardnerella vaginalis 
promotes group B Streptococcus vaginal col-
onization, enabling ascending uteroplacental 
infection in pregnant mice. Am J Obstet Gynecol. 
2021;224(5):530.e1–530.e17.

	115.	Gilbert NM, Lewis AL. Covert pathogenesis: 



The Journal of Clinical Investigation      R E V I E W  S E R I E S :  M I C R O B I O M E  I N  H E A LT H  A N D  D I S E A S E

1 1J Clin Invest. 2025;135(11):e184322  https://doi.org/10.1172/JCI184322

Transient exposures to microbes as triggers of  
disease. PLoS Pathog. 2019;15(3):e1007586.

	116.	O’Brien VP, et al. Recurrent escherichia coli 
urinary tract infection triggered by gardnerella 
vaginalis bladder exposure in mice. J Vis Exp. 
2020;(166):10.3791/61967.

	117.	Thomas-White K, et al. Culturing of  female blad-
der bacteria reveals an interconnected urogenital 
microbiota. Nat Commun. 2018;9(1):1557.

	118.	Gilbert NM, et al. Gardnerella exposures alter 
bladder gene expression and augment uropatho-
genic Escherichia coli urinary tract infection in 
mice. Front Cell Infect Microbiol. 2022;12:909799.

	119.	O’Brien VP, et al. Bladder exposure to Gardnerella 
activates host pathways necessary for Escherichia 
coli recurrent UTI. Front Cell Infect Microbiol. 
2021;11:788229.

	120.	Gilbert NM, et al. Transient microbiota exposures 
activate dormant Escherichia coli infection in the 
bladder and drive severe outcomes of  recurrent 
disease. PLoS Pathog. 2017;13(3):e1006238.

	121.	Castro J, et al. Gardnerella vaginalis enhances 
Atopobium vaginae viability in an in vitro model. 
Front Cell Infect Microbiol. 2020;10:83.

	122.	Fichorova RN, et al. The villain team-up or how 
Trichomonas vaginalis and bacterial vaginosis 
alter innate immunity in concert. Sex Transm 
Infect. 2013;89(6):460–466.

	123.	Pybus V, Onderdonk AB. Evidence for a com-
mensal, symbiotic relationship between Gard-
nerella vaginalis and Prevotella bivia involving 
ammonia: potential significance for bacterial 
vaginosis. J Infect Dis. 1997;175(2):406–413.

	124.	Pybus V, Onderdonk AB. A commensal symbiosis 
between Prevotella bivia and Peptostreptococcus 
anaerobius involves amino acids: potential signif-
icance to the pathogenesis of  bacterial vaginosis. 
FEMS Immunol Med Microbiol. 1998;22(4):317–327.

	125.	Horrocks V, et al. Nuclear magnetic resonance 
metabolomics of  symbioses between bacte-
rial vaginosis-associated bacteria. mSphere. 
2022;7(3):e0016622.

	126.	Briselden AM, et al. Sialidases (neuramini-
dases) in bacterial vaginosis and bacterial vag-
inosis-associated microflora. J Clin Microbiol. 
1992;30(3):663–666.

	127.	Byrne GI, et al. Induction of  tryptophan catabo-
lism is the mechanism for gamma-interferon- 
mediated inhibition of  intracellular Chlamydia 
psittaci replication in T24 cells. Infect Immun. 
1986;53(2):347–351.

	128.	Lewis ME, et al. Morphologic and molecular 
evaluation of  Chlamydia trachomatis growth in 
human endocervix reveals distinct growth pat-
terns. Front Cell Infect Microbiol. 2014;4:71.

	129.	Ziklo N, et al. Dysbiosis of  the vaginal microbi-
ota and higher vaginal kynurenine/tryptophan 
ratio reveals an association with Chlamydia 
trachomatis genital infections. Front Cell Infect 
Microbiol. 2018;8:1.

	130.	Ziklo N, et al. Chlamydia trachomatis genital 
tract infections: when host immune response 
and the microbiome collide. Trends Microbiol. 
2016;24(9):750–765.

	131.	Swidsinski A, et al. Infection through structured 
polymicrobial Gardnerella biofilms (StPM-GB). 
Histol Histopathol. 2014;29(5):567–587.

	132.	Rosca AS, et al. In vitro interactions within a 

biofilm containing three species found in bacterial 
vaginosis (BV) support the higher antimicrobial 
tolerance associated with BV recurrence. J Antimi-
crob Chemother. 2022;77(8):2183–2190.

	133.	Agarwal K, et al. Resident microbes shape the 
vaginal epithelial glycan landscape. Sci Transl Med. 
2023;15(724):eabp9599.

	134.	Hinderfeld AS, Simoes-Barbosa A. Vaginal dys-
biotic bacteria act as pathobionts of  the protozoal 
pathogen Trichomonas vaginalis. Microb Pathog. 
2020;138:103820.

	135.	Hinderfeld AS, et al. Cooperative interactions 
between trichomonas vaginalis and associated 
bacteria enhance paracellular permeability 
of  the cervicovaginal epithelium by dysregu-
lating tight junctions. Infection and immunity. 
2019;87(5):e00141-19.

	136.	Castro J, et al. Escherichia coli and Enterococcus 
faecalis are able to incorporate and enhance a pre-
formed Gardnerella vaginalis biofilm. Pathog Dis. 
2016;74(3):ftw007.

	137.	Castro J, et al. Unveiling the role of  Gardnerella 
vaginalis in polymicrobial Bacterial Vaginosis bio-
films: the impact of  other vaginal pathogens living 
as neighbors. ISME J. 2019;13(5):1306–1317.

	138.	Filardo S, et al. Biofilm in genital ecosystem: 
a potential risk factor for chlamydia trachoma-
tis infection. Can J Infect Dis Med Microbiol. 
2019;2019:1672109.

	139.	Cherne MD, et al. Matrix metalloproteinases 
expressed in response to bacterial vaginosis 
disrupt the endocervical epithelium, increas-
ing transmigration of  HIV. Infect Immun. 
2020;88(4):e00041.

	140.	Varki A, Gagneux P. Multifarious roles of  
sialic acids in immunity. Ann N Y Acad Sci. 
2012;1253(1):16–36.

	141.	Morrill SR, et al. Gardnerella vaginolysin potenti-
ates glycan molecular mimicry by neisseria gonor-
rhoeae. J Infect Dis. 2023;228(11):1610–1620.

	142.	Novak RM, et al. Cervicovaginal levels of  lacto-
ferrin, secretory leukocyte protease inhibitor, and 
RANTES and the effects of  coexisting vaginoses 
in human immunodeficiency virus (HIV)-sero-
negative women with a high risk of  heterosexual 
acquisition of  HIV infection. Clin Vaccine Immu-
nol. 2007;14(9):1102–1107.

	143.	Rebbapragada A, et al. Bacterial vaginosis in 
HIV-infected women induces reversible alter-
ations in the cervical immune environment.  
J Acquir Immune Defic Syndr. 2008;49(5):520–522.

	144.	Alcaide ML, et al. Bacterial vaginosis is associat-
ed with loss of  gamma delta T cells in the female 
reproductive tract in women in the Miami women 
interagency HIV study (WIHS): a cross sectional 
study. PLoS One. 2016;11(4):e0153045.

	145.	Lennard K, et al. Microbial composition predicts 
genital tract inflammation and persistent bacterial 
vaginosis in South African adolescent females. 
Infect Immun. 2018;86(1):e00410.

	146.	Shvartsman E, et al. Gardnerella subgroup domi-
nant microbiomes are associated with divergent 
cervicovaginal immune responses in a longitu-
dinal cohort of  Kenyan women. Front Immunol. 
2022;13:974195.

	147.	Kubo A, et al. External antigen uptake by 
Langerhans cells with reorganization of  
epidermal tight junction barriers. J Exp Med. 

2009;206(13):2937–2946.
	148.	de Jong MAWP, et al. TNF-alpha and TLR ago-

nists increase susceptibility to HIV-1 transmission 
by human Langerhans cells ex vivo. J Clin Invest. 
2008;118(10):3440–3452.

	149.	van Teijlingen NH, et al. Vaginal bacterium 
Prevotella timonensis turns protective Langerhans 
cells into HIV-1 reservoirs for virus dissemination. 
EMBO J. 2022;41(19):e110629.

	150.	Łaniewski P, et al. Linking cervicovaginal 
immune signatures, HPV and microbiota compo-
sition in cervical carcinogenesis in non-Hispanic 
and Hispanic women. Sci Rep. 2018;8(1):7593.

	151.	Fichorova RN, et al. Protozoan-viral-bacterial 
co-infections alter galectin levels and associated 
immunity mediators in the female genital tract. 
Front Cell Infect Microbiol. 2021;11:649940.

	152.	Li KT, et al. Changes in the vaginal microbiome 
during pregnancy and the postpartum period 
in South African women: a longitudinal study. 
Reprod Sci. 2024;31(1):275–287.

	153.	Serrano MG, et al. Racioethnic diversity in the 
dynamics of  the vaginal microbiome during preg-
nancy. Nat Med. 2019;25(6):1001–1011.

	154.	Brotman RM, et al. Association between the 
vaginal microbiota, menopause status, and 
signs of  vulvovaginal atrophy. Menopause. 
2018;25(11):1321–1330.

	155.	Muhleisen AL, Herbst-Kralovetz MM. Meno-
pause and the vaginal microbiome. Maturitas. 
2016;91:42–50.

	156.	Van Gerwen OT, et al. Bacterial vaginosis in 
postmenopausal women. Curr Infect Dis Rep. 
2023;25(1):7–15.

	157.	Stewart LL, et al. Prevalence of  bacterial 
vaginosis in postmenopausal women: a sys-
tematic review and meta-analysis. Sex Health. 
2022;19(1):17–26.

	158.	Boutin EL, et al. Epithelial-mesenchymal interac-
tions in uterus and vagina alter the expression of  
the cell surface proteoglycan, syndecan. Dev Biol. 
1991;148(1):63–74.

	159.	Murphy K, et al. Genetic predictors for bac-
terial vaginosis in women living with and at 
risk for HIV infection. Am J Reprod Immunol. 
2024;91(5):e13845.

	160.	Shukla D, Spear PG. Herpesviruses and heparan 
sulfate: an intimate relationship in aid of  viral 
entry. J Clin Invest. 2001;108(4):503–510.

	161.	Moelleken K, Hegemann JH. The Chlamydia 
outer membrane protein OmcB is required for 
adhesion and exhibits biovar-specific differences 
in glycosaminoglycan binding. Mol Microbiol. 
2008;67(2):403–419.

	162.	Johnson KM, et al. Role of  heparan sulfate in 
attachment to and infection of  the murine female 
genital tract by human papillomavirus. J Virol. 
2009;83(5):2067–2074.

	163.	De Francesco MA, et al. HIV-1 p17 matrix 
protein interacts with heparan sulfate side 
chain of  CD44v3, syndecan-2, and syndecan-4 
proteoglycans expressed on human activated 
CD4+ T cells affecting tumor necrosis factor 
alpha and interleukin 2 production. J Biol Chem. 
2011;286(22):19541–19548.

	164.	Mehta SD, et al. Host genetic factors associated 
with vaginal microbiome composition in Kenyan 
women. mSystems. 2020;5(4):e00502.



The Journal of Clinical Investigation   R E V I E W  S E R I E S :  M I C R O B I O M E  I N  H E A LT H  A N D  D I S E A S E

1 2 J Clin Invest. 2025;135(11):e184322  https://doi.org/10.1172/JCI184322

	165.	Kalia N, et al. Impact of  SNPs interplay across 
the locus of  MBL2, between MBL and Dectin-1 
gene, on women’s risk of  developing recurrent 
vulvovaginal infections. Cell Biosci. 2019;9:35.

	166.	Giraldo PC, et al. Mannose-binding lectin 
gene polymorphism, vulvovaginal candidi-
asis, and bacterial vaginosis. Obstet Gynecol. 
2007;109(5):1123–1128.

	167.	Milanese M, et al. MBL2 genetic screening in 
patients with recurrent vaginal infections. Am J 
Reprod Immunol. 2008;59(2):146–151.

	168.	Genc MR, et al. Polymorphism in intron 2 of  

the interleukin-1 receptor antagonist gene, local 
midtrimester cytokine response to vaginal flora, 
and subsequent preterm birth. Am J Obstet Gyne-
col. 2004;191(4):1324–1330.

	169.	Pandey M, et al. Interplay of  cytokines in preterm 
birth. Indian J Med Res. 2017;146(3):316–327.

	170.	Aroutcheva A, et al. Prevotella bivia as a source 
of  lipopolysaccharide in the vagina. Anaerobe. 
2008;14(5):256–260.

	171.	Fazeli A, et al. Characterization of  Toll-like 
receptors in the female reproductive tract in 
humans. Hum Reprod. 2005;20(5):1372–1378.

	172.	Platz-Christensen JJ, et al. Endotoxin and inter-
leukin-1 alpha in the cervical mucus and vaginal 
fluid of  pregnant women with bacterial vaginosis. 
Am J Obstet Gynecol. 1993;169(5):1161–1166.

	173.	Schaefer TM, et al. Toll-like receptor (TLR) 
expression and TLR-mediated cytokine/chemo
kine production by human uterine epithelial cells. 
Immunology. 2004;112(3):428–436.

	174.	Taylor BD, et al. Toll-like receptor variants and 
cervical Atopobium vaginae infection in women 
with pelvic inflammatory disease. Am J Reprod 
Immunol. 2018;79(2):10.1111/aji.12804.


