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Vulvodinie

Sommatoria di eventi che in modo sequenziale
innesca un’alterata percezione del dolore
con un peso differente nelle varie

2

fasi di vita della donna




Vulvodynia' What We Know and Where We Should Be Going

Logan

M. Hav. 1, BA," David R. Cool, PhD,"? Pascal Gagneux, PhD,> Michael P Markey, PhD,* J Low Genit Tract Dis 2017

Iniziall insulti infettivi-irritativi
traumatici-allergici pment of

VVD have been widely hypothesized. The current dogma 1s that
during or after an initial vaginal insult with infection, a “suscepti-
ble” individual has an mﬂ'lmmflt()ly 1ebp0nbe that 1s potentnlly

composed of
s Aaent:  INNESCANOo un processo mﬁammatorlo dual

EROCIEILE  ncontrollato In soggetti predisposti

the infectious process alters and sensitizes the neural tissue in
the vulvovaginal area, resulting in localized or generalized
allodynia and hyperalgesia.'

Neurosensibilizzazione con
Iperalgesia ed allodinia



Vestibolodinia e Neurosensibilita

Abstract

8 -Somministrazione vaginale di un agente
Irritante (zymosan) a 8 e 10 gg di vita

5 of Den'p'heral HF’A axis
C frc;l"rl NWI. AdultNVImice 1 9 3 f d 1 d 11 5) 'b 3 l *
e - Valutazione 1n fase adulta dell’1persensibilita
significantly decreased in dorsal rd
Serum CORT, vaginal mast cell ¢

vaginale e della densita di fibre nervose

zymosan administration largely atts

of the vagina, as well as of adjacent wsceral and distant somatic structures, driven In part by increased HPA axis activation.

Insulto precoce ¢ in grado di
provocare un’ipersensibilita
persistente

.
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Neonatal vaginal irritation results in long-term
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visceral and somatic hypersen5|t|V|ty and increased
hypothalamic-pituitary-adrenal axis output in

female mic B 2015-\Volume 156-Number 10

Angela N. Pierce, Zhen Zhang, Isabella M. Fuen ng, Janelle M. Ryals, Ju




Infanzia ed Adolescenza
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ORIGINAL ARTICLE

[:l]ll'lml]n peruhEl’tal Vulvar l:(lnditil]ns % X N v 3 - - ; & --'». A & .'. < e Comparison of clinical and microbiological features

of vulvovaginitis in prepubertal and pubertal girls

Samantha E. Vilano® and Cynthia L. Robbins® y !/ ® 4 st .y - - Ayse E. Yilmaz **, Nurullah Celik®, Gul Soylu“, Ahsen Donmez *,
) 1 a ol Cigdem Yuksel *




Characteristics of the pain observed in the focal vulvodynia syndrome (VVS)

Gilbert Donders **<* Gert Bellen? Medical Hypotheses 2012

Table 1

Demographic data and medical history of patients with focal provoked vulvodynia
(VVS).

Demography of study population (n = 0) Mean + sd N (%)

Age (years) 2739+776
Parous History of genital infection
Episiotomy Vulvovaginal candidosis
Menarche Herpes genitalis

<12 year Bacterial vaginosis

12-13 year - . : .
+13 year Chlamydia trachomatis

Age at first sex 18.5 + 4bb

History of genital infection
Vulvovaginal candidosis 23 (77%)
Herpes genitalis 3 (10%)
Bacterial vaginosis

Rilevanza del legame
Which therapy did you try before the present vi g

Oral tablet (amitryptiline)

E‘lfigit;]elg'::;:;&;]eslgsgocoagu]ation [ laser I nfez I O n I e VeStI bo I Od I n I a

Introital hymenplasty”
Antimicrobial (bacteria/candida)
Local injection with cortic steroid
Local estriol cream

Local corticosteroids

Other external cream/oinment
Vaginal products

Total




Il progetto VU-NET

indagine epidemiologica multicentrica sul - .
dolore vulvare in Italia 47 1 paz I entl

Stipsi |
Candida recidivante |[
Cistiti | P 17.8%
Cefalea |[ [ 13.4%
Disturbi del desiderio || D 13.4%
Disturbi sessuali |f [ 11,9%
ikl rinarrant mact anitali [ 11 7% |

Stpsi | % 28,5%
Candida recidivante |[ 0 24.2%
Cistiti | ) 17.8%
Ansia | ] 9 3% | .
Allergie alimentari | ] 89%
Sindrome premestruale | ) 8,1%

Assume analgesici | ) 7.2%
Disturbi del sonno | ] 6.4%
Cefalea mestruale | J) 5.9%
Allergie ambientali/respiratorie | | 5.5%

Colon iritabile [ ) 5.5%
1 5.5%

Dolore intestinale/addominale

| | | | |

5% 10% 15% 20% 25% 30% :
dolorevulvare.net
Nel grafico si riportano le patologie con frequenza relativa percentuale superiore al 5%. i




Candidosi Ricorrente-Vaginiti ripetute e IVU

:-:
Meliséa Al Frmer‘ et al.
Sci Trans! Med 3.101ra91 (2011):




Site-specific mesenchymal control of inflammatory
pain to yeast challenge in vulvodynia-afflicted and

pain-free women

David C. Foster™*, Megan L. Falsetta®, Collynn F. Woeller”, Stephen J. Pollock”, Kunchang Song®,
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Familiality analysis of provoked vestibulodynia treated
by vestibulectomy supports genetic predisposition

Terry K. Morgan, MD, PhD; Kristina L. Allen-Brady, PhD; Martha A. Monson, MD;
Catherine M. Leclair, MD; Howard T. Sharp, MD; Lisa A. Cannon-Albright, PhD Am \] ObStet GyneCOI 2016

TABLE 1
Relative risk estimates for vestibulectomy in first-, second-, and

third-degree relatives of 183 probands based on CPT codes

Relative risk
Relationship  Number Observed no. Expected no. [95% CI];
to proband of relatives vestibulectomies vestibulectomies | #2 value

First-degree 498 5 0.25° 20 [6.6—47]; <.0001

Second- 955 <9 - 4.5 [0.5—16]; .07
degree

Third-degree 2194 <5 3.4 [1.2—8.8]; .03

CONCLUSION: Our data suggest that vestibulodynia treated by ves-
tibuleo Nt

wme Predisposizione Genetica

distantly related probands.

Lev-Sagie A . Recent advances in understanding provoked vestibulodynia F1000Research 2016



The vulval vestibular mucosa—morphological effects

of oral contraceptives and menstrual cycle N
U. Johannesson, B. Blomgren,* M. Hilliges,* E. Rylander and N. Bohm-Starke Br|t|Sh Journal Of DermatOI()gy 2007




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® 3

ABSTRACT

lim \‘l-'-n]'l'l* n who dLnln}'ru_{_ L.l?t_i_hu][:udi.-'rluﬁi:3.:|;:.1.-t1}'-- - veeeibaliviet while sal-ing con R T S
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Alterata ripetizione del trinucleotide
cytosina—adenina—guanina (CAG) nei
recettori androgenici in donne con VBD
ieeeneel Che assumono E-P rispetto ai controlli

Allelle fre

===Study patients (vestibulodynia) =====controls



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



Heightened Pelvic Floor Muscle Tone and Altered Contractility in Women
With Provoked Vestibulodynia

Meélanie Morin, PT, PhD,' Yitzchak M. Binik, PhD,? Daniel Bourhonnais, OT, PhD,” Samir Khalifé, MD,” J SeX Med 2017

Table 4, Pelvic floor muscle contractifity in women with PVD and in asymptomatic controls

PVD (n = 56) Control (n = 56),
Conditions Parameters mean + S0 mean + S0 P value

Maximal strength maximal force (N) 235415 298 + 155 0]
Speed of contraction  Contractions (n) 1184165 964 + 262 <001
slope of ascending curve (Nis) 338 + 245 535+ 584 005
slope of descending curve (N5)  -282 + 24 -3.20 + 266 46

Endurance normalized area under 181627 + 76168  2168.34 + 830.93 028
force curve (% - ¢)




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 ain . - -

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  Eedy

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 (%)



Generalized unprovoked vulvodynia; A retrospective study on the
efficacy of treatment with amitriptyline, gabapentin or pregabalin E=[eJJNE®lJS X A€}V o]

Heleen J. van Beekhuizen®”, Jessica Oost”, Willem I. van der Meijden® and RepI’Od Biol 2018

Side effects amitriptyline L
none - dermatosis).

drowsiness 1179)

headache

abdominal pain

dry mouth

psychological disturbances

cardiovascular complaints

skin abnormalities

other

patients who
Side effects gab";

Efficacy treatment overall

none 48 (30%) =
none temporary 17 (10%)
drowsiness long lasting effect 107 (60%)

patiel]ts WI]O ;Jl._-l._.l'l_}'l_l'l.l.l E,ﬂul;ll.lLlll.-lll LMewOdudJd'e VI Jlude SraveiLd

Side effects pregabalin
none
abdominal discomfort
drowsiness
dry mouth
headache
skin abnormalities
patients who stopped pregabalin because of side effects
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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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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%

tests: “improved” and “unchanged/worsened”

(P < 0.005)

Amitriptyline

Amitriptyline
plus ALA + DHA

= Improved

3 Unchanged 3 Worsened

20%

B0%




SEXUAL MEDICINE REVIEWS

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-



Article in Press

Vaginal diazepam plus transcutaneous electrical nerve
stimulation to treat vestibulodynia: a randomized
controlled trial

Filippo MurinaP# 4 Raffaele Felice, Stefania Di Francesco, Silvia Oneda
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