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Abstract
This short opinion aimed to present the evidence to support our hypothesis that vulvodynia is a neuroinflammatory pain 
syndrome originating in the pelvic visceral nerve plexuses caused by the failure of weakened uterosacral ligaments (USLs) to 
support the pelvic visceral nerve plexuses, i.e., T11–L2 sympathetic and S2–4 parasympathetic plexuses. These are supported 
by the USLs, 2 cm from their insertion to the cervix. They innervate the pelvic organs, glands, and muscles. If the USLs are 
weak or lax, gravitational force or even the muscles may distort and stimulate the unsupported plexuses. Inappropriate afferent 
signals could then be interpreted as originating from an end-organ site. Activation of sensory visceral nerves causes a neuro-
inflammatory response in the affected tissues, leading to neuroproliferation of small peripheral sensory nerve fibers, which 
may cause hyperalgesia and allodynia in the territory of the damaged innervation.  Repair of the primary abnormality of 
USL laxity, responsible for mechanical stimulation of the pelvic sensory plexus, may lead to resolution of the pain syndrome.
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Introduction

Vulvodynia, formerly termed “vulvar vestibulitis”, affects 
8–10% of women of all ages, causing vulval pain and dys-
pareunia [1].

The cause of vulvodynia is unknown, and it consists of 
a complex multifactorial disorder with a “heterogenicity of 
causes” [2]. Hypotheses for associated factors, when there 
is no evident local cause, range from hormonal, genetic, 
and altered autoimmune responses to allergies, neuro-
pathic changes, afferent C-fiber activation, psychosomatic, 
psychiatric, increased urinary oxalates, and pelvic floor 
overactivity.

Provoked vulvodynia is characterized by extreme and 
usually symmetric sensitivity at the vestibule, close to the 
hymenal base and the clitoral area and paraurethral region. 
Quality of life can be significantly impaired. Bilateral pain 
symmetry, if present, is inconsistent with pudendal neuropa-
thy. Inflammatory cells and neuroproliferative changes have 
been found on cutaneous histological examination [3]; how-
ever, the vagina and vulva usually show no redness or other 
overt inflammatory signs [4]. The severity of this pain often 
leads to anxiety, depression, poor quality of life, and dete-
rioration of relationships, because the pain, often extreme, 
prohibits sexual intercourse. These manifestations, coupled 
with the absence of any conventional intrapelvic pathogenic 
findings, have suggested that vulval pain has a psychological 
basis. The pain is associated with local, vestibular hyperal-
gesia and allodynia (pain induced by a non-painful stimu-
lus). In half of affected women, increased sensitivity is found 

 *	 Peter Petros 
	 pp@kvinno.com

	 Jacob Bornstein 
	 mdjacob@gmail.com

	 Eilam Palzur 
	 eilam.palzur@gmail.com

	 Michael Swash 
	 mswash@btinternet.com

1	 Pain Research Laboratory, Research institute, Galilee 
Medical Center and Azrieli Faculty of Medicine, Bar Ilan 
University, 89 Road, 22100 Nahariya, Israel

2	 Barts and the London School of Medicine, QMUL, 
London E1 2AD, UK

3	 Catedratico Convidado da Disciplina de Neurologia da 
Faculdade de Medicina de Lisboa (Translational Physiology), 
University of Lisbon, Lisbon, Portugal

4	 School of Mechanical and Mathematical Engineering, 
University of Western Australia, 35 Stirling Highway, Perth, 
WA 6009, Australia

http://orcid.org/0000-0002-9611-3258
http://crossmark.crossref.org/dialog/?doi=10.1007/s00404-022-06424-4&domain=pdf


	 Archives of Gynecology and Obstetrics

1 3

only in the posterior half of the vestibule, whereas the others 
have both anterior and posterior allodynia.

A peripheral neurologic mechanism leading to neuro-
proliferation (Fig. 1) has been recognized in women with 
vulvodynia and in animal models [3, 4]. However, the 
trigger for this mechanism remains unknown. Vulvodynia 
often co-occurs with other types of chronic pelvic pain of 
unknown origin (CPPU), for example, paraurethral, lower 
abdominal, sacral, and contact dyspareunia with perineal 
pain or burning [5]. CPPU, bladder symptoms of OAB, and 
abnormal emptying are components of the Posterior Fornix 
Syndrome* (6), which predictably co-occurs with chronic 
pelvic pain, urge, frequency, nocturia, and abnormal emp-
tying, caused by uterosacral ligament laxity and cured or 
improved by repair thereof.

In a few cases, we have found that these pain syndromes 
can be improved or cured by uterosacral ligament (USL) 
repair [6], suggesting that the mechanism for CPPU relief 
is the restoration of intrapelvic ligamentous support for 
the T11–L2 and S2–4 visceral nerve plexuses (Fig. 2). We 
aimed to review the evidence for this causative relationship 
and emphasize its implications for patient management.

Clinical evidence

We have reported that weakened USLs fail to support pelvic 
visceral neural plexuses, associated with vulvodynia. This 
concept is based on several clinical studies:

1.	 We have described three patients experiencing vulvo-
dynia in whom vulval pain and co-occurring bladder 

symptoms were all cured by surgical reinforcement of 
the USLs [6].

2.	 In a subsequent randomized trial of 20 women with 
severe provoked vulvodynia, the vestibular allodynia 
could be temporarily alleviated by applying a large 
swab to the posterior vaginal fornix, thus supporting 
it [7]. Five patients experienced > 30% reduction in 
their pain levels, and the average reduction in pain with 
USL support using a 0–10 visual analogue scale was 
18·4% ± 2·2%.

3.	 Ten women with provoked vulvodynia had local anes-
thetic injected into the USLs 2 cm from their insertion 
into the cervix (Bornstein Test) [9]. The pain disap-
peared from both sides of the vulva in eight women for 
20 min and from one side of the vulva in two women [8]. 
The Bornstein Test was applied to another three women 
who had interstitial cystitis (IC) and multiple sites of 
chronic pelvic pain which were relieved partially or 
totally for 20 min following injection of local anesthetic 
[9]. Though with only three cases, this small experiment 
demonstrated a link between IC and vulvodynia.

The uterosacral ligament hypothesis 
for vulvodynia causation

If the USLs are lax, gravitational force or contractile force 
from intrapelvic muscles may displace the unsupported plex-
uses, inadvertently stimulating them. Afferent signals then 
pass to the brain but are (wrongly) interpreted as coming 

Fig. 1   Neuroproliferation. Protein gene product (PGP) 9.5 stain in a 
tissue specimen from a woman with provoked vulvodynia showing 
nerve fibers intruding into the vulval epithelium to > 50% of its depth. 
Magnification: × 400

Fig. 2   Opposite muscle forces (arrows) tension uterosacral ligaments 
(USL) to support nerve plexuses Organs B bladder, R rectum, U 
uterus, Bone: PS pubic symphysis, S sacrum, Suspensory ligaments: 
PUL pubourethral ligament, ATFP arcus tendineus fascia pelvis, USL 
uterosacral ligament, CL cardinal ligament, Muscle forces: PCM pub-
ococcygeus muscle, LP levator plate, LMA longitudinal muscle of the 
anus, PRM puborectalis muscle. Supporting fascia: PCF pubocervi-
cal fascia, RVF rectovaginal fascia. Perineal anchoring structures: PB 
perineal body, EAS external anal sphincter
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from an end-organ site so that tenderness is experienced at 
the innervation target of the nerve. Activation of visceral 
sensory nerves induces the nervous system to cause a local 
neuro-inflammatory response to develop in the affected tis-
sues, with macrophage, mast cell, and T-cell responses. This 
local neuro-inflammatory response exacerbates the pain; for 
example, nerve growth factors secreted from mast cell gran-
ules can induce neuroproliferation and sensitization. How-
ever, hyperalgesia and allodynia, and the neuro-inflamma-
tory response will resolve if the primary abnormality, the 
USL laxity, is successfully repaired.

Anatomical evidence behind the uterosacral 
ligament hypothesis

The T11–L2 and S2–4 visceral nerve plexuses are formed 
from sympathetic and parasympathetic nerve complexes. 
The sympathetic plexuses are derived from T11–12 cord 
segments (Frankenhauser’s plexus), and the parasympathetic 
innervations derived from S2–4 are located approximately 
2 cm from the USL insertion into the posterior cervical ring. 
These merged plexuses innervate the pelvic organs, Bar-
tholin glands, urethral glands, anal glands, and vulva. The 
visceral plexus is involved in modulating bladder and bowel 
continence and evacuation. The Frankenhauser’s plexuses 
are supported by the uterosacral ligaments (Fig. 2). The leva-
tor plate muscles and conjoint longitudinal muscle of the 
anus contract against the USLs, causing stretching and ten-
sion, providing mechanical support to these visceral nerve 
plexuses [10, 11].

Although our observations relate specifically to patients 
with vulvodynia, there are wider implications. For example, 
vulvodynia develops if the stimulated visceral nerve plex-
uses are those that innervate the Bartholin glands or vagina. 
If the afferent unmyelinated nerve fibers of the bladder, anal 
glands, urethra, or lower abdomen in the pelvic plexus are 
stimulated, the patient may develop interstitial cystitis, peri-
anal pain, paraurethral pain, pelvic muscle spasm, abdominal 
pain, or coccydynia, which can all potentially be relieved by 
improving mechanical support to the pelvic floor.

Cardinal and uterosacral ligament evidence

Somatic sensory nerve fibers innervate the vulva via the 
pudendal nerves (S2–4); however, allodynia in provoked 
vulvodynia is usually symmetrical. This is inconsistent 
with pudendal nerve involvement. Using neuropeptide and 
enzyme markers, Butler-Manuel et al. have demonstrated 
the presence of sympathetic, parasympathetic, nociceptive, 
and sensory-motor nerves in both cardinal ligaments and 
USLs, with sympathetic nerve ending density dominant in 

the lateral part of USLs [12]. Several sympathetic nerves 
were preganglionic, and their cell bodies lay within the pel-
vic plexus [8]. Butler-Manuel et al. have summarized, “The 
uterine supporting ligaments are a major pathway for auto-
nomic nerves to the pelvic organs” [12]. These findings are 
supported by the demonstration of both myelinated and 
unmyelinated nerve fibers in the USLs [5, 12].

Vestibular changes

Several studies have reported that hyperinnervation and 
nerve sprouting occurs in the vestibular stroma of the ves-
tibule in women with vulvodynia (Fig. 1) [13, 14]. Immu-
nohistochemically stained sections showed that the nerve 
fiber density in the stroma of women with vulvodynia was 
ten times greater than that of women in the control group 
[13]. Nociceptor nerve fibers penetrated the basal membrane 
and continued vertically, approaching the epithelial surface 
[14]. Increased vanilloid receptor VR1 (TR1) density was 
associated with allodynia [15, 16], and increased numbers 
of T cells, macrophages, B cells, and mast cells were found 
in the areas of increased sensitivity [17].

Discussion

A site-specific neuro-inflammatory response is probably the 
trigger for vulvodynia. Heparanase discharged from mast 
cells degrades connective tissue and epithelial basement 
membranes, allowing proliferating nerve fibers to penetrate 
the epithelium [18]. This intraepithelial hyperinnervation 
and the local neuro-inflammatory response [19] results in 
the local hyperalgesia and allodynia that are characteristic 
of vulvodynia.

The theory that USL laxity may be the primary trigger of 
the local neuro-inflammatory response, by mechanical stim-
ulation of the Frankenhauser ganglia and intrapelvic auto-
nomic sensory plexuses leading to the pain syndrome, has 
significant therapeutic implications. Pain relief can follow 
surgical sling reinforcement of USLs [20–22]. This mecha-
nism can be validated by a pre-operative clinical test using 
intravaginal support with a speculum [23] (Fig. 3), by sup-
porting the posterior fornix with a large intravaginal swab 
[7], or local anesthetic infiltration of the anatomical site of 
the visceral plexuses [8, 9]. In a positive speculum test, with-
drawal of the supporting speculum is followed by immediate 
return of the pain and, if present, urinary urgency. In about 
half of women with vulvodynia, increased vestibular sen-
sitivity is found only in its posterior half [2]. Others have 
both anterior and posterior allodynia. Damage to the T11–L2 
visceral sympathetic sensory plexus may cause referred pain 
in the upper part of the vagina. In contrast, damage to both 
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sympathetic and parasympathetic components will poten-
tially cause pain in both the upper and lower vagina, since 
S2–4 spinal root distributions are involved. The vulvodynia 
seen in general gynecology is often associated with other 
sites of pelvic pain. Bladder and, sometimes, bowel symp-
toms occur as part of the “Posterior Fornix Syndrome,” 
which is caused by lax uterosacral ligaments and cured or 
improved by repair [24]. However, about half of women with 
provoked vulvodynia are primary; that is, it started from the 
first experience of intercourse. This suggests that hyperin-
nervation may sometimes be constitutional, perhaps arising 
from a congenital USL laxity, causing similar activation of 
the visceral nerves and a consequent local neuro-inflamma-
tory response.

The neuro-inflammatory mechanism for vulvodynia 
raises questions about possible neuro-inflammation in 
other chronic pelvic pain disorders. Neuro-inflammatory 
pathology of the bladder wall in interstitial cystitis, with 
a prominent mast cell response, is well documented [25]. 
Neuro-inflammation is a physiological process in which 
inflammatory mediators, especially active peptides, such as 
substance P and calcitonin gene-related peptide (CGRP), are 
released from fine unmyelinated afferent somatic C-fibers in 
response to low-intensity mechanical or chemical stimula-
tion [19, 26]. These peptides trigger a series of inflamma-
tory responses that may include a mast cell and leukocyte 
response in the affected tissue [27], with proliferation of 
fine sensory axons. The latter can cause hyperalgesia and 
allodynia. Relief of vulvodynia by repair of the USL implies 
resolution of the characteristic histopathological findings. 
However, no prospective study of premenopausal women 

with symptomatic vulvodynia, which would involve ves-
tibular biopsies to document histological neuroproliferative 
changes and their resolution after USL sling repair, has yet 
been undertaken. Such a study would be difficult to justify. 
Since the procedure produces a cure, this should, there-
fore, be sufficient to validate the mechanism we describe. 
At present, there is no satisfactory non-invasive method, 
such as immunosuppressive medication, for managing the 
neuro-inflammation.

Contributions to existing knowledge

Since provoked vulvodynia can, in some cases, be reduced 
by applying mechanical support to the posterior vaginal for-
nix, either by the speculum test or by a broad Q tip swab, it 
indicates that the source of the pain may be in the uterosacral 
support system for the visceral nerve plexuses. This treat-
able cause of vulvodynia possibly accounts for other chronic 
pelvic pain disorders. However, we cannot yet claim that 
this is the only cause of vulvodynia or chronic pelvic pain of 
uncertain cause until there is greater experience with USL 
slingplasty in the management of these pain disorders.

Author contributions  JB: Protocol development, Data collection, 
Manuscript writing and editing, review and authorizing the draft. EP: 
Protocol development, Data collection, Manuscript writing and edit-
ing, review and authorizing the draft. MS: Protocol development, Data 
collection, Manuscript writing and editing, review and authorizing the 
draft. PP: Protocol development, Data collection, Manuscript writing 
and editing, review and authorizing the draft. All authors contributed to 
the study conception and design, material preparation, data collection 
and analysis. The first draft of the manuscript was written by Peter Pet-
ros and all authors commented on previous versions of the manuscript. 
All authors read and approved the final manuscript.

Funding  Open Access funding enabled and organized by CAUL and 
its Member Institutions.

Declarations 

Conflict of interest  JB—reported no conflict of interest, EP—reported 
no conflict of interest, MS—reported no conflict of interest, PP—re-
ported no conflict of interest. The authors have no relevant financial or 
non-financial interests to disclose.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article's Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article's Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 

Fig. 3   Speculum test: supporting the posterior vaginal fornix with a 
speculum blade



Archives of Gynecology and Obstetrics	

1 3

need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

References

	 1.	 Bornstein J, Goldstein AT, Stockdale CK et  al (2016) 2015 
ISSVD, ISSWSH, and IPPS consensus terminology and clas-
sification of persistent vulvar pain and vulvodynia. J Sex Med 
13:607–612. https://​doi.​org/​10.​1016/j.​jsxm.​2016.​02.​167

	 2.	 Bogliatto F, Miletta M (2017) Vulvodynia: when a paradigm chal-
lenges the management. J Low Genit Tract Dis 21:85–86. https://​
doi.​org/​10.​1097/​LGT.​00000​00000​000263

	 3.	 Goetsch MF, Morgan TK, Korcheva VB, Li H, Peters D, Leclair 
CM (2010) Histologic and receptor analysis of primary and sec-
ondary vestibulodynia and controls: a prospective study. Am J 
Obstet Gynecol 202:614.e1-614.e8. https://​doi.​org/​10.​1016/j.​ajog.​
2010.​01.​028

	 4.	 Bornstein J (2019) Vulvar pain and vulvodynia. Vulvar disease. 
Springer International Publishing, Cham, pp 343–367

	 5.	 Petros PP (1996) Severe chronic pelvic pain in women may 
be caused by ligamentous laxity in the posterior fornix of the 
vagina. Aust N Z J Obstet Gynaecol 36:351–354. https://​doi.​org/​
10.​1111/j.​1479-​828x.​1996.​tb027​27.x

	 6.	 Petros P, Bornstein J (2004) Re: vulvar vestibulitis may be a 
referred pain arising from laxity in the uterosacral ligaments: a 
hypothesis based on three prospective case reports. Aust N Z J 
Obstet Gynaecol 44:484–485. https://​doi.​org/​10.​1111/j.​1479-​
828X.​2004.​00297.x

	 7.	 Schonfeld M, Petros P, Bornstein J (2021) Mechanically support-
ing uterosacral ligaments for the relief of provoked Vulvodynia: a 
randomized pilot trial. J Pain Res 14:1281–1288. https://​doi.​org/​
10.​2147/​JPR.​S2966​13

	 8.	 Bornstein J, Zarfati D, Petros PP (2005) Re: causation of vulvar 
vestibulitis. Aust N Z J Obstet Gynaecol 45:538–539. https://​doi.​
org/​10.​1111/j.​1479-​828X.​2005.​00499.x

	 9.	 Petros PEP (2010) Interstitial cystitis (painful bladder syndrome) 
may, in some cases, be a referred pain from the uterosacral liga-
ments. Pelviperineology 29:56–59

	10.	 Papa Petros PE, Ulmsten U (1997) Role of the pelvic floor in 
Bladder neck opening and closure II: Vagina. Int Urogynecol J 
8:69–73. https://​doi.​org/​10.​1007/​BF027​64821

	11.	 Petros PE, Ulmsten U (1997) Role of the pelvic floor in bladder 
neck opening and closure I: muscle forces. Int Urogynecol J Pelvic 
Floor Dysfunct 8:74–80. https://​doi.​org/​10.​1007/​BF027​64822

	12.	 Butler-Manuel SA, Buttery LD, A’Hern RP, Polak JM, Barton DP 
(2002) Pelvic nerve plexus trauma at radical and simple hysterec-
tomy: a quantitative study of nerve types in the uterine support-
ing ligaments. J Soc Gynecol Investig 9:47–56. https://​doi.​org/​10.​
1016/​s1071-​5576(01)​00145-9

	13.	 Bornstein J, Goldschmid N, Sabo E (2004) Hyperinnervation and 
mast cell activation may be used as histopathologic diagnostic cri-
teria for vulvar vestibulitis. Gynecol Obstet Investig 58:171–178. 
https://​doi.​org/​10.​1159/​00007​9663

	14.	 Bohm-Starke N, Hilliges M, Falconer C, Rylander E (1999) Neu-
rochemical characterization of the vestibular nerves in women 

with vulvar vestibulitis syndrome. Gynecol Obstet Invest 48:270–
275. https://​doi.​org/​10.​1159/​00001​0198

	15.	 Tympanidis P, Terenghi G, Dowd P (2003) Increased innervation 
of the vulval vestibule in patients with vulvodynia. Br J Derma-
tol 148:1021–1027. https://​doi.​org/​10.​1046/j.​1365-​2133.​2003.​
05308.x

	16.	 Liao Z, Chakrabarty A, Mu Y et al (2017) A local inflamma-
tory renin-angiotensin system drives sensory axon sprouting in 
provoked vestibulodynia. J Pain 18:511–525. https://​doi.​org/​10.​
1016/j.​jpain.​2016.​12.​008

	17.	 Bashkin P, Razin E, Eldor A, Vlodavsky I (1990) Degranulating 
mast cells secrete an endoglycosidase that degrades heparan sul-
fate in subendothelial extracellular matrix. Blood 75:2204–2212

	18.	 Bornstein J, Cohen Y, Zarfati D, Sela S, Ophir E (2008) Involve-
ment of heparanase in the pathogenesis of localized vulvodynia. 
Int J Gynecol Pathol 27:136–141. https://​doi.​org/​10.​1097/​pgp.​
0b013​e3181​40021b

	19.	 Chiu IM, von Hehn CA, Woolf CJ (2012) Neurogenic inflam-
mation and the peripheral nervous system in host defense and 
immunopathology. Nat Neurosci 15:1063–1067. https://​doi.​org/​
10.​1038/​nn.​3144

	20.	 Liedl B, Goeschen K, Yassouridis A et al (2019) Cure of underac-
tive and overactive bladder symptoms in women by 1,671 apical 
sling operations gives fresh insights into pathogenesis and need 
for definition change. Urol Int 103:228–234. https://​doi.​org/​10.​
1159/​00050​0329

	21.	 Wagenlehner F, Muller-Funogea PI-A, Abendstein P et al (2016) 
Vaginal apical prolapse repair using two different sling techniques 
improves chronic pelvic pain, urgency and nocturia—a multicen-
tre study of 1420 patients. Pelviperineology 35:99–104

	22.	 Goeschen K, Gold DM (2017) Surgical cure of chronic pelvic 
pain, associated bladder & bowel symptoms by posterior sling 
in 198 patients validates the Pescatori iceberg principle of pelvic 
symptom co-occurrence. Pelviperineology 36:84–88

	23.	 Wu Q, Luo L, Petros PP (2013) Mechanical support of the pos-
terior fornix relieved urgency and suburethral tenderness. Pelvi-
perineology 32:55–56

	24.	 Goeschen K (2015) Posterior Fornix Syndrome: comparison 
of original (2004) and modified (2015) post-PIVS anatomic 
and symptomatic results: a personal journey. Pelviperineology 
34:85–91

	25.	 Butrick CW, Sanford D, Hou Q, Mahnken JD (2009) Chronic 
pelvic pain syndromes: clinical, urodynamic and urothelial obser-
vations. Int Urogynecol J 20:1047–1053. https://​doi.​org/​10.​1007/​
s00192-​009-​0897-7

	26.	 Richardson JD, Vasko MR (2002) Cellular mechanisms of neuro-
genic inflammation. J Pharmacol Exp Ther 302:839–845. https://​
doi.​org/​10.​1124/​jpet.​102.​032797

	27.	 Skaper SD, Facci L, Giusti P (2014) Mast cells, glia and neuroin-
flammation: partners in crime? Immunology 141:314–327. https://​
doi.​org/​10.​1111/​imm.​12170

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1016/j.jsxm.2016.02.167
https://doi.org/10.1097/LGT.0000000000000263
https://doi.org/10.1097/LGT.0000000000000263
https://doi.org/10.1016/j.ajog.2010.01.028
https://doi.org/10.1016/j.ajog.2010.01.028
https://doi.org/10.1111/j.1479-828x.1996.tb02727.x
https://doi.org/10.1111/j.1479-828x.1996.tb02727.x
https://doi.org/10.1111/j.1479-828X.2004.00297.x
https://doi.org/10.1111/j.1479-828X.2004.00297.x
https://doi.org/10.2147/JPR.S296613
https://doi.org/10.2147/JPR.S296613
https://doi.org/10.1111/j.1479-828X.2005.00499.x
https://doi.org/10.1111/j.1479-828X.2005.00499.x
https://doi.org/10.1007/BF02764821
https://doi.org/10.1007/BF02764822
https://doi.org/10.1016/s1071-5576(01)00145-9
https://doi.org/10.1016/s1071-5576(01)00145-9
https://doi.org/10.1159/000079663
https://doi.org/10.1159/000010198
https://doi.org/10.1046/j.1365-2133.2003.05308.x
https://doi.org/10.1046/j.1365-2133.2003.05308.x
https://doi.org/10.1016/j.jpain.2016.12.008
https://doi.org/10.1016/j.jpain.2016.12.008
https://doi.org/10.1097/pgp.0b013e318140021b
https://doi.org/10.1097/pgp.0b013e318140021b
https://doi.org/10.1038/nn.3144
https://doi.org/10.1038/nn.3144
https://doi.org/10.1159/000500329
https://doi.org/10.1159/000500329
https://doi.org/10.1007/s00192-009-0897-7
https://doi.org/10.1007/s00192-009-0897-7
https://doi.org/10.1124/jpet.102.032797
https://doi.org/10.1124/jpet.102.032797
https://doi.org/10.1111/imm.12170
https://doi.org/10.1111/imm.12170

	Vulvodynia: a neuroinflammatory pain syndrome originating in pelvic visceral nerve plexuses due to mechanical factors
	Abstract
	Introduction
	Clinical evidence
	The uterosacral ligament hypothesis for vulvodynia causation
	Anatomical evidence behind the uterosacral ligament hypothesis
	Cardinal and uterosacral ligament evidence
	Vestibular changes
	Discussion
	Contributions to existing knowledge
	References




