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Vestibolodinia e Neuroproliferazione
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Vestibolodinia e Neuroproliferazione

Anomalia
Congenita

Similarities between interstitial cystitis/bladder pain syndrome
and vulvodynia: implications for patient management

Jennifer Yonaitis Faricllo', Robert M. Moldwin’
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Vestibolodinia e Neuroproliferazione

Abstract
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Vestibolodinia e Neuroinflammazione

Table 2. Methods and Approaches Used in Studying the
Connection Between Vulvodynia and Inflammation

IHC and histologic studies—inflammatory infiltrate and mast cells

Assessment of proinflammatory tissue milieu—cytokines,
neurokines, chemokines

Hormonal studies connected to inflammation

Studies of systemic immune challenges and associated
proinflammatory genetics

Studies of blood flow change (rubor) as a sign of inflammation
Animal model development
In vitro model development

IHC = immunohistochemical.

SEXUAL MEDICINE

Vulvodynia: Definition, Prevalence, Impact, and Pathophysiological

Factors
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Review article

A review of the available clinical therapies for

vulvodynia management and new data
implicating proinflammatory mediators in pain

elicitation BJOG 2016

ML Falsetta,® DC Foster,” AD Bonham,” RP Phipps™®<

Localised provoked vulvodynia (LPV) is a common, chronic, and especially for patients exhibiting signs of inflammation. NFxB

disabling condition: patients experience profound pain and a (already targeted clinically) or other inflammatory components
diminished quality of life. The aetiologic origins of vulvodynia are may be suitable therapeutic targets.
poorly understood, yet recent evidence suggests a link to site-

e . . ; Keywords Dectin-1, fibroblast, IL-6, inflammation, NFkB, PGE,,
specific inflammatory responses. Fibroblasts isolated frogg the L - B ' t

vestibule of LPV patients are sensitive to proinflammatc . =y = . .
and copiously produce pain-assodated proinflammatory FIbrObIaStI ISOIatI dal VeStI bOIO dl donne
mediators (IL-6 and PGE-,). Although LPV is a multifac

disorder, understanding x-‘ﬁ]var infl;;nlmatit:vﬁ and target Con VBD prOduconO mediatori
inflammatory response should lead to treatment advanc pl"Oi nfiammatori aSSOCiati al dOlOI"e

Conclusion

By accepting inflammation as a possible -mntxthltlns: fa-:tm
to the occurrence of vulvodynia, we opgn g pew set of possi.
bilities for the treatment and manage:

condition. Although we do not a::hlf_n:: I nfiam maz i One é importante

change (a return to vestibulitis) or dr . -
practitioners treat vulvodynia, we cor e dlventa target del Ia terapla
and clinicians alike should be aware -

likely to play a role in this condition. Further investigation

into how inflammation may influence LPV could lead to the

development of new therapeutics or even the improved
application of currently accepted and used therapies.



Table 4. 2015 Consensus Terminology and

Classification of Persistent Vulvar Pain and e Musculoskeletal (eg, pelvic muscle overactivity,
Vulvodynia

Tono di base elevato

Table 3 PFM pressure measuren

-Tono piu alto
VRP before the first MVC (cmH( = Mi n O re re S i S t e n Z a

PFM strength (mean of 3x MVC)

PFM endurance (10 sH»0) - S C a r S O c O n t r O ll O

p value between
groups

Alterata capacita
contrattile

Pelvic floor muscle function in women with provoked
vestibulodynia and asymptomatic controls

Int Urogynecol J-2015

Ingrid Nass - Kari Bo
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The vulval vestibular mucosa—morphological effects

of oral contraceptives and menstrual cycle .
U. Johannesson, B. Blomgren,* M. Hilliges,t E. Rylander and N. Bohm-Starke Br|t|Sh Journal 0]} Del’ma'[0|0gy 2007
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piu coite e sparse rispetto alla fase foll.colare
Aspetto simile nelle donne in fase luteale che non usano E-P



Polymorphisms of the Androgen Receptor Gene and Hormonal
Contraceptive Induced Provoked Vestibulodynia

Andrew T. Goldstein, MD,*! Zoe R. Belkin, MS,*" Jill M. Krapf, MD, MSc,” Weitao Song, PhD,*
Mohit Khera, MD, MBA, MPH,} Sarah L. Jutrzonka, PhD,! Noel N. Kim, PhD,§ J Sex Med 2014
Lara J. Burrows, MD, MSe,* and Irwin Goldstein, MD® 9
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Vestibolodinia nell’ Adolescenza

Adolescents
Vulvodynia Associated Findings Associated with sexual activity

Tampon insertion
OCP use = 2 years

Decreased libido

Recurrent candidal infection
UTls

Primary dyspareunia

-Anamnesi di terapia distruttiva vulvare
assoclata a dolore vulvare peristente
-Dolore all’ inserimento tamponi indicatore
di rischio per dispareunia (4 volte)

Vulvodynia in Adolescence: Childhood Vulvar Pain Syndromes

J Pediatr Adolesc Gynecol 24 (2011) Camille A. Clare MD ', John Yeh MD **
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Histopathologic Characteristics of
Menopausal Vestibulodynia

Catherine M. Ledair, Mp, Martha F. Goetsch, mp, mMpi, Hong Li, ms, and Terry K. Morgan, MD, PhD ObStet GyﬂeC0| 20 13
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Relationship Between Vulvodynia and
Chronic Comorbid Pain Conditions

Barbara D. Reed, Mb, MspH, Sioban D. Harlow, prp, Ananda Sen, Prb, Rayna M. Edwards, MPH, Obstet GynECOI 2012

Di Chen, mpii, and Hope K. Haefner, MD
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La presenza di vulvodinia e associata ad una
co-morbidita con un odds ratio di 2.3-3.3



COMMENTARY

Is the DSM-V Leading to the Nondiagnosis of Vulvodynia?

Pedro Vieira-Baptista, MD and Joana Lima-Silva, MD

J Low Genit Tract Dis 2016

Objectives: The authors express their concern about the impact that the
Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition

E': n..&,.. SRR PSR- SR I L .-I..A..,-'IA..“........-'I...--“ e mmalene deraia o mia s

its l\lethods A review of the LOI]Ltl‘p'[b of “genito-pelvic pain/penetration

Met _ _ S & _
sse disorder,” “vaginismus,” “dyspareunia,’” and “vulvodynia” was performed

ont 1O understand 1f the suspicion that the more recent and broader DSM con-

Res cept can have a negative impact on vulvodynia patients.
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tibulodynia, a form of vulvodynia charactenzed by mechanical allodynia

localized to the vulvar vestihule. Desnite the foomote that the diaomosis

oft Conclusions: The “genito-pelvic pain/penetration disorder” diagnosis

con .o -
patt May help the clinical approach of women with dyspareunia and/or an in-

thu _ . _ _ . . . ow .
-y creased pelvic muscle tonus. However, it may have a significant negative
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Vulvodynia—Younger Age and Combined Therapies
Associate With Significant Reduction in Self-Reported Pain

Ami P Afl/m. MD,*? Silja Vuoristo, BM/? Heidi Tuomaala, BM,? Riikka J. Nigni, MD,? \] LOW Gen it TraCt D iS 2017

Synndve M. Staff, MD, PhD>? and Johanna U, Mcdienpidd, MD, PhD??
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Objectives:

el  Valutazione retrospettiva dell’efficacia terapeutica

the efficacy ol i j )
(NRS) for pair (numerical rating scale -NRS- for pain
Materials a1 . - -

VD patient col T —
and review of the medical records. | TABLE 3. Different Treatment Modalities Used for VD Patients
Results: We report here a statstcally —— 70— ——————
N ————————————————————————————————————————————

= TABLE 4. Overall Effect of Various VD Treatments on NRS score and the Most Frequent Treatment Combinations -.
6)
4

TJ

— Treatment No. patients  NRS score before treatments, median (IQR) ~ NRS score after treatments

A Combination of treatments” 70 §(8-9) 4(2-7) <001 )

| —3)
ef - Multimodalita strategia piu efficace g4

e -Vulvodinia in eta piu avanzata piu gy

Nullips ¢ 3(18.6)
N resistente al trattamento 0(143)

aser treatment - 3(4.3)

Local pain, n (%) _ o
Sacral neuromodulation 2(2.9)

Generalized pain, n (%)
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Systematic Review of the Effectiveness of Physical Therapy Modalities in
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Systematic Review of the Effectiveness of Physical Therapy Modalities in

Women With Provoked Vestibulodynia SeX Med Rev 2017
Mélanie Morin, PT, PhD, Marie-Soleil Carroll, MA,” and Sophie Bergeron, PhD*®

“The vast majority of studies showed that
physical therapy modalities such as
biofeedback, dilators, electrical stimulation,
education, manual physical therapy, were
effective for decreasing pain during intercourse
and improving sexual function” |

(& g

PVD. Physical therapy was shown to be a good adjunct to ves-



A Prospective Study of Pelvic Floor Physical Therapy: Pain and
Psychosexual Outcomes in Provoked Vestibulodynia

Corrie Goldfings

Linda McLean,
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Transcutaneous electrical nerve stimulation to
traat vactihiiladwvnia* a randamicad rantrallad tria|

Table 3. FSFI, VAS, SF-MPQ and Marinoff Dyspareunia Scale in the
two groups at 3 months after treatment follow up

TENS P Placebo P
group value group value

FSFI 203+75 0002 168159 NS

VAS 28+25 0004 56+21 NS

SF-MPQ 85+ 10.7 0.001 17.1+84 NS

Marinoff Dyspareunia 1.1 +0.9 0.001 24+08 NS
Scale

sessions. vestibulodynia.

Main outcome measures Visual analogue scale (VAS), the short Keywords TENS, vulvodynia, vulval vestibulitis syndrome.
form of the McGill=-Melzack Pain Questionnaire (SF-MPQ), the



Vestibulodynia: Synergy Between
Palmitoylethanolamide +
Transpolydatin and Transcutaneous

~ . T n~ . " ] O U R \‘_\ L OF
Electrical Nerve Stimulation v

LOWER GENITAL
TRACT DISEASE 2013

Filippo Murina, MD," Alessandra Graziottin, MD,? Raffacle Felice, MD,"'
Gianluigi Radici, MD," and Cinzia Tognocchi, Mrs®

Table 1. Characteristics of the Study Population.

Mean CPT values are reported in Table 2. Women in
the PEA + polydatin group showed mean CPT values at a

Age, mean (ran¢  _ ) ) e . .
Nulliparous, n (¢ 3-Hz stimulation (C tibers) 10-fold lower compared with

Duration of sym ‘placebo (reduction of 40% vs 4.99%), whereas the CP1 | ¢

mean (range), . —
Sexually active + values at 2,000-Hz (AB) showed a less significant reduc-

VAS, mean (Sl
Marinoff dysf

mean (D) ' stimulation (A8 fibers) values showed a similar reduction
among the 2 groups (0.8% vs 1.7%) (see Table 3). )

1 \u.:.!}
2,000 Hz 250 Hz 5 Hz
Subject group (Ap fibers) (A& fibers) | (C fibers)

tion than values at 5-Hz sumulation (12.8%). The 250-Hz =—
oup p

PEA + polydatin Basal 541.9 256.9 82.5
After therapy 575 259.2 139.5
Difference, % 5.7 0.8 40.8
Placebo Basal 598.5 214 99.7
After therapy 558.8 217.8 104.5
Difference, % ~6.6 1.7 4.5
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VULVAR PAIN SYNDROMES
A bounty of treatments—
but not all of them are proven

© Treatments for vulvodynia and vestibulodynia range
from lifestyle adjustments and application of topical
agents to tricyclic antidepraessants and nerve blocks —
but the data on their efficacy are not as bountiful

Neal M. Lonky, MD, MPH, m tor; Libby Edwards, MD,
Jonnifer Gueter, MD, and Hope K. Haefnee, MD, panelists

and the particular agent used. Amitripty-
line is often used as a first-line medication.
[ start the patient on 10 to 25 mg nightly and
increase that amount by 10 to 25 mg weekly,
not to exceed 150 mg daily. A sample regi-
men might be 10 mg at bedtime for 1 week.

If symptoms persist, increase the dose to
20 mg at bedtime for another week, and so
on. Once a dose is established that provides
relief, the patient should continue to take
that amount nightly. Advise the patient not
to discontinue the drug abruptly. Rather, it
should be weaned.

Amitrintilina e Daolgre Vulvare

3 gtt la sera (6 mg)

6 gtt la sera (12 mq)

10 gtt la sera (20 mg)

15 gtt la sera (30 mg)

hildhood to old age.-Springer ed. 2017



Alpha Lipoic Acid Plus Omega-3 Fatty Acids for
Vestibulodynia Associated With Painful

Bladder Syndrome

Filippo Murina, MD;1 Alessandra Graziottin, MD;2 Raffaele Felice, MD;1
Dania Gambini, MD?

Abstract

Objective: This study assessed the effectiveness of alpha lipoic acid
(ALA) plus omega-3 polyunsaturated fatty acids (n-3 PUFAs) in
col
ve!

Table 1. Patient demographics and disease characteristics

2 Group A Group B

prt Amitriptyline

co All patients (n = 84) plus ALA + n-3 PUFAs (n = 43) Amitriptyline (n = 41)
ac  Age (years)® 30.1 + 7.7/29 (18 to 50) 30.0 + 8.2/29 (18 to 50) 30.2 + 7.3/29 (18 to 45)

bu
sg Months from disease 28.4 +19.4/24 (2 to 84) 284 + 21.1/24 (2 to B4) 283 +£177/24 (410 72)

QL onset”
<12 10 (11.9%) 6 (14.0%) 4 (9.8%)
st.sn 12—-24 28 (33.3%) 14 (32.5%) 14 (34.1%)
W
as =24 46 (54.8%) 23 (53.5%) 23 (56.1%)
S&  Amitriptyline (mg)® 21.7 + 6.6/20 (12 to 30) 21.8 + 6.8/20 (12 to 30) 21.6 + 6.5/20 (12 to 30)
sig
aa *Mean + SD/median (minimum to maximum).

amitriptyline treatment was also associated with improvements in
dyspareunia and pelvic floor muscle tone. The overall incidence of
adverse events was low, and none led to treatment
discontinuation.

Conclusions: The addition of ALA/n-3 PUFAs to amitriptyline
treatment in patients with VED/PBS appears to improve outcomes
and may allow for a lower dosage of amitriptyline, which may lead to
fewer adverse effects.




Alpha Lipoic Acid Plus Omega-3 Fatty Acids for
Vestibulodynia Associated With Painful
Bladder Syndrome

Filippo Murina, MD;' Alessandra Graziottin, MD;” Raffaele Felice, MD;'

Dania Gambini, MD?

J Obstet Gynaecol Can 2017

Figure 1. Relative change (%) in pain from baseline {
visit two measured using a VAS pain score and the
McGill Pain Questionnaire (P < 0.001)
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B Amitriptyline plus ALA + DHA
=1 Amitriptyline

VAS Pain
score

Figure 3. Change from baseline to visit two. Change
_33.53 in pelvic floor muscle tone from baseline to visit two;
the following categories were considered for the two

Figure 2. Change in pelvic dyspareunia from baseline
to visit two; the following categories were considered
for the two tests: “improved™” and
“unchanged/worsened” (P < 0.03)

B Improved 3 Unchanged 1 Worsened

Amitriptyline || 2296 78%
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(P < 0.005)
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Alpha Lipoic Acid Plus Omega-3 Fatty Acids for
Vestibulodynia Associated With Painful

Bladder Syndrome
Filippo Murina, MD;' Alessandra Graziottin, MD;’ Raffaele Felice, MD;’ J Obstet Gynaecol Can 2017

Dania Gambini, MD*

indication.”” ALA has three main mechanisms of action: it

acts a4s an antioxidant; as an anti-inflan ALA
of interleukdin-1, interluekin-6, and tumo

biosynthesis; decreased nuclear factor-k -Inibizione interleukine

as a coenzyme of cellular energy met: -Riduzione THF

adenosine triphosphate biosynthesis).” : ; ) g

e o E e = -Riduzione attivazione fattore kB

blood-brain barrier and exerts a positiv
inflammadon.” The n-3 PUFAs have a wide range of

physiologic roles in the cardiovasct

:':-;:n,-'.";;ttjﬂ'lﬁ, .Tht:ir ant-inflammatory actos n'3 PUFAS
' muscle contraction can be percetved as paintul.” In

| ] - .. )
conclusion, a lower dosage ot the oral ﬂIIlltl‘I]‘jt}*]]ﬂE: may

 when uqed in LUI]’lhlIlJ_tIUI] with ALA plus n-3 P[ TF S.

bf_' SyNnergrsuc,  mrrrior s commony seEn i potnT v oLy



JRM'

The Journal of
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[ PreC 3.20
3 PostC 3.87

PreC/Past(C values « resting pote
P values of Max

10.9

B Max. Contr. 26,97
P valucs NA

Treating Vulvar Vestibulitis with
Electromyographic Biofeedback of Pelvic Floor
Musculature

38.98 44.82
0.009 0.0

U <0
3.85 293
4.10 3.09

Variabilita nell’escursione
della contrazione e
correlata alla riduzione
della dispareunia
piuttosto che il tono basale
In pre e post-contrazione

Fondamentale ¢ riacquisire una
normale funzionalita muscolare




Title. Vaginal diazepam plus Transcutaneous Electrical Nerve Stimulation: a powerful synergy to
treat vestibulodynia. A Randomized Controlled Trial
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F. Murina — Journal Sexual Medicine. 2017- In press
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What Do Patients Want? A Needs Assessment of Vulvodynia Patients
Attending a Vulvar Diseases Clinic

Katherine LePage, BSc, MD, and Amanda Selk, MD, MSc, FRCSC~

3 main themes:

(1) challenges related to obtaining a diagnosis of
vulvodynia and finding practitioners who are

knowledgeable about vulvodynia
(2) challenges related to the current impact of the
disease physically, emotionally, and in social
relationships with patients’ intimate partners -
(3) barriers to adherence with recommended therapy @&

formation classes for new patients, and the creation of peer support networks for patients and their partners.

Conclusion: A patient-focused needs assessment suggests optimal vulvodynia care requires better education of
physicians and a multmodal approach to therapy, ideally with multple services offered in 1 location.

Sex Med 2016;m:e1—e7. Copyright © 2016, The Authors. Published by Elsevier Inc. on behalf of the International
Society for Sexual Medicine. This is an open access article under the CC BY-NC-ND license (http://crea

a’<4
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