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Objectives

Characterize subset of women who will benefit from the
surgical treatment of dyspareunia

Analyze blood tests to understand the relevance of
values to vestibular health and vestibulodynia




Hormone Mediated and Neuro-Proliferative
Vestibulodynia — Diaghosis and Treatment

Symptoms versus Diagnosis
Hormone-Mediated Vestibulodynia
Neuro-proliferative Vestibulodynia




SYMPTOM VERSUS DIAGNOSIS

Vulvodyniais a “symptom” literally meaning pain (dynia) in
the vulvar region (vulvo) and is used to describe the
symptoms of chronic or recurrent pain or discomfort in the
vulvar region

The nature of the vulvodynia pain may vary widely from
woman to woman - and can be associated with such
symptoms of burning, stinging, irritation, or rawness - and
can be present at various times, such as during or after
penetration, or with certain clothing, or in certain positions

Patients and health care providers should not consider the

“symptom” vulvodynia as a “diagnosis” and then provide
universal treatments




SYMPTOM VERSUS DIAGNOSIS

PSYCHOLOGIC CAUSES:

Vulvodynia can be due to primary

psychologic causes, such as aversion
disorders

Vulvodynia can be due to associated with
secondary psychologic causes, such as
poor self-esteem, embarrassment,
humiliation and frustration from having sex
only to please the partner




SYMPTOM VERSUS DIAGNOSIS

PELVIC FLOOR CAUSES:

Vulvodynia can be due to primary high
tone pelvic floor dysfunction, such as
vaginismus

Vulvodynia can be due to secondary high
tone pelvic floor dysfunction from an
underlying medical/biologic condition




Medical or biologic causes vulvodynia:

=

. Altered hormone integrity
. Increased nerve fiber density - genetic susceptibility leading to elevated

levels of nerve growth factor substances

.An injury to, or irritation of, the pudendal nerves that transmit pain and

other sensations

. Abnormal response of tissues to Candida infection, or recognized allergies

or non-specific allergies
Dermatologic conditions: lichen sclerosus or lichen planus

. Vulvar granuloma fissuratum

Peri-urethral glans pathology
Desquamative Inflammatory Vaginitis
Bartholin cyst

. Clitorodynia

. Pelvic Congestion Syndrome

. Endometriosis

. Pelvic Organ Prolapse

. Interstitial Cystitis

. Referral from Hip Disease

. Partner Issues — Peyronie’s disease, piercings
. High tone pelvic floor dysfunction




Vestibulodynia

The pain is confined to the vestibule: it (generally) stops outside of Hart's
line and there is (generally) no paln inside the vagina.
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VESTIBULODYNIA

PAIN EXTENDS OUTSIDE THE VESTIBULE
(physical exam only, not subjective)

TENDERNESS THROUGHOUT ]

>
PAIN THROUGHOUT ENTIRE VESTIBULE BUT GREATER AT 4,6,8 O'CLOCK

INFLAMMATORY

[

HORMONALLY MEDIATED

-Gland ostia are erythematous
“High SHBG, low free testosterone
- ) mm 8 :

PERSISTENT

PAIN CONFINED TO THE

PUDENDAL NEURALGIA
-PN tender at ischial spine

e -unilateral or significantly greater on one side
-history of coccyx trauma
-better with lying prone/standing

HYPERTONIC PELVIC FLOOR
MUSCLE DYSFUNCTION
-Pain at 4,8 o'clock if if hypertonus of

pu 5
-Pain at 6 o'clock if hypertonus of puborectalis Aiizo Akl
-urinary symptoms if it involves coccygeus
(&mmdlmm




Medical or biologic causes vulvodynia:

=

. Altered hormone integrity
. Increased nerve fiber density - genetic susceptibility leading to elevated

levels of nerve growth factor substances

.An injury to, or irritation of, the pudendal nerves that transmit pain and

other sensations

. Abnormal response of tissues to Candida infection, or recognized allergies

or non-specific allergies
Dermatologic conditions: lichen sclerosus or lichen planus

. Vulvar granuloma fissuratum

Peri-urethral glans pathology
Desquamative Inflammatory Vaginitis
Bartholin cyst

. Clitorodynia

. Pelvic Congestion Syndrome

. Endometriosis

. Pelvic Organ Prolapse

. Interstitial Cystitis

. Referral from Hip Disease

. Partner Issues — Peyronie’s disease, piercings
. High tone pelvic floor dysfunction




Hormonally Mediated Provoked Vestibulodynia

Negative Internal Controls for AR Without Provoked Vestibulodynia With Provoked Vestibulodynia

%

¥ = Vestibular glands — Positive cellular nuclei Vestibular glands — Negative cellular nuclei
Vestibular glands - Control Group staining with anti-androgen receptor (AR) staining with anti-androgen receptor (AR)

L

Positive External Controls for AR

Prostate cancer sections



Hormonally Mediated Provoked Vestibulodynia

Women on OCP have altered morphological pattern with low and sparse
dermal papillae

Might affect interlocking function of dermal papillae making epithelium more
sensitive to stress (i.e., mechanical strain)

Normal Vestibular Epithelium? Vestibular Epithelium of
Women on OCPs?

Johannesson U et al Br J Dermatol. 2007, 157: 487-493)



Hormonally Mediated Provoked Vestibulodynia

Assoclated with :

1. hormonal
contraceptives (may
not resolve just by
stopping OCPs.)

2. menopause

3. oophorectomy

4. hormonal control of
endometriosis or
hirsutism, breast-
feeding

5. Infertility treatments
6. treatment of breast
cancer

Vestibular glands - Control Vestibular gland - Provoked Vestibulodynia

Vestibular glands - Control _______ Vestibular glands — Provoked Vestibulodynia

Burrows LJ, Goldstein AT. Vulvodynia. J Sex Med 2008;5:5-15.



Hormonally Medlated Provoked Vestlbulodynla

Diffuse vestibular
tenderness of
the entire
vestibule

Ostia of glands
are frequently
erythematous

The vestibule
may have a
diffuse pallor
with
superimposed
erythema

Low free
testosterone

Vestibular glands - Control Vestibular gland - Provoked Vestibulodynia

HISTOLOGY
ematoxylin-eosin staining: To evaluate inflammation Vs

mmmmmmmm

Vestibular glands - Control Vestibular glands — Provoked Vestibulodynia

Burrows LJ, Goldstein AT. Vulvodynia. J Sex Med 2008;5:5-15.



T Public Health

Use of Oral Contraceptive Pills and Vulvar Vestibulitis: A Case-Control Study
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Relative 95% confidenca

Oral contraceptive use risk* interval

Never use 4 1.0
Ever use
Current vs. former uset
Former
Current
Duration of use (months)
1-11
12-23
24 — 47
48 - 71
72 - 216

Age at first use (years)

W w
NN

(2]

338

2.3,17.0
28 79 : 54 1.9, 16.2

= All relative risk estimates were based on never users as the referent category and were adjusted for age (<20, 20-24,
25-29, >29 years), marital status (single; married or common-law spouse; separated, divorced, or widowed), number of
years of education (<14, 14—16, >16), body mass index (<20, 20-21, 22-24, >24 kg/m?2), age at menarche (<13, 13, =13
years), age atfirstintercourse (<15, 15—16, »17 years), and lifetime number of sexual partners (1, 2-3 5).

1 Refers to use at the time of pain onset for cases and 12 months prior to interview for controls.

Bouchard et al. Am J Epidemiol vol 156, No 3, 2002




Clitoral Vascularization and Sexual Behavior in Young Patients
Treated with Drospirenone—Ethinyl Estradiol or Contraceptive
Vaginal Ring: A Prospective, Randomized, Pilot Study

J Sex Med 2014;11:471-480

Cesare Battaglia, MD, PhD,* Elena Morotti, MD,' Nicola Persico, MD, PhD,* Bruno Battaglia, MS,*
Paolo Busacchi, MD,* Paolo Casadio, MD,* Roberto Paradisi, MD,* and Stefano Venturoli, MD*

Table 1 Physical, clinical, and hormonal profile before and after the treatment with Yasmin (group I; n=21) or

NuvaRing (group II; n=19)

Variable

Baseline (a)

6 months (b)

P value

| vs. Il at
avs.b 6 months

Age (years)

BMI (kg/m?)

Estradiol (pmol/L)
Androstenedione (nmol/L)

Testosterone (nmol/L)

SHBG (nmol/L) !
FAI (%) :I
FEI (%) i:

26127
27.0+x1.9
208+2.2
220+15
199 £ 57
2221104
9927
93+15
1.9+£0.6
21+0.9
53+15
65+13
3620
40+1.9
40+21
40+20

21.1+£1.0
222+09
110+ 49
197 £ 112
81+2.4
88+1.6
1.3+0.4
1.6+0.5
171 £ 11
162 +£17
0.6+0.3
1.1+0.3
0.6+0.3
1.5+0.3

0.026

<0.0001

BMI = body mass index; FAl = Free Androgen Index; FEI = Free Estrogen Index




Clitoral Vascularization and Sexual Behavior in Young Patients
Treated with Drospirenone—Ethinyl Estradiol or Contraceptive
Vaginal Ring: A Prospective, Randomized, Pilot Study

J Sex Med 2014;11:471-480

Cesare Battaglia, MD, PhD,* Elena Morotti, MD,' Nicola Persico, MD, PhD,* Bruno Battaglia, MS,*
Paolo Busacchi, MD,* Paolo Casadio, MD,* Roberto Paradisi, MD,* and Stefano Venturoli, MD*

Table 2 Ultrasonographic, Doppler follow measures monitoring before and after the treatment with Yasmin (group |I;
n=21) or NuvaRing (group Il; n=19)
P value

| vs. Il at
Variable Baseline (a) 6 months (b) avs.b 6 months

Clitoral Volume (mL) 0.85+0.09 0.65+0.13 0.050
0.98 £0.32 0.75+0.15 0.039




Clitoral Vascularization and Sexual Behavior in Young Patients
Treated with Drospirenone—Ethinyl Estradiol or Contraceptive
Vaginal Ring: A Prospective, Randomized, Pilot Study

J Sex Med 2014;11:471-480

Cesare Battaglia, MD, PhD,* Elena Morotti, MD,' Nicola Persico, MD, PhD,* Bruno Battaglia, MS,*
Paolo Busacchi, MD,* Paolo Casadio, MD,* Roberto Paradisi, MD,* and Stefano Venturoli, MD*

Table 3 Behavioral profile indices before and after the treatment with Yasmin (group I; n =21) or NuvaRing (group II;
n=19)

P value

| vs. Il at
Variable Baseline (a) 6 months (b) avs.b 6 months

MFSQ Sex (score) 51.2+5.0 42.0+8.9 0.001
541144 475+10.3 0.001 0.037
Intercourse/week (n) 26+0.6 1.8+0.8 0.036
27+1.2 25+1.1 0.050
Orgasmic Frequency (score) 6.0+1.4 42+13 0.019
Il 6.1+£0.9 54+1.4 0.050
Orgasmic Intensity (score) 6.0+1.1 55+1.3
|| EAR+05 57495
Pain During Intercourse (score) I 6.6 £0.3 3.0+£05
Il 6.7+ 0.5 56+1.0
BDI (score) | XK 8.7 £ 5.0
Il 6.2+5.2 6.5+t4.4

BDI = Beck’s Depression Inventory; MFSQ = two-factor McCoy Female Sexuality Questionnaire




Hormonal Contraception and Female Pain, Orgasm and

Sexual Pleasure
J Sex Med 2014;11:462-470

Nicole K. Smith, PhD, MPH,* Kristen N. Jozkowski, PhD," and Stephanie A. Sanders, PhD*$

Table 1 Participant characteristics (n=1,101)

Contraceptive method status

Total sample Nonhormonal Hormonal Significance
% (n) % (n) % (n)
Characteristics 100 (1,101) 51.4 (566) 48.6 (535) P
Age
18-24 52.4 (577) 38.7 (219) 66.9 (358) P < 0.001
25-34 34.3 (378) 40.5 (229) 27.9 (149)
35-44 11.1 (122) 17.3 (98) 4.5 (24)
45-51 2.2 (24) 3.5 (20) 0.7 (4)
Race/ethnicity
White/European American 81.6 (898) 79.7 (451) 84.1 (450) P=0.270
Black/African American 4.5 (49) 5.5 (31) 3.4 (18)
Latina/Hispanic 6.4 (70) 6.9 (39) 5.8 (31)
American Indian or Native Alaskan 2.9 (32) 3.9 (22) 1.9 (10)
Asian/Asian American 4.0 (44) 3.4 (19) 41 (22)
Native Hawaiian/Pacific Islander 0.7 (8) 0.7 (4) 0.7 (4)
Relationship status
Single 45.6 (497) 35.6 (199) 56.0 (298) P < 0.001
Married 26.5 (289) 35.2 (197) 17.3 (92)
Living with partner 22.4 (244) 22.2 (124) 22.6 (120)
Separate/divorced 5.3 (58) 6.8 (38) 3.8 (20)
Exclusivity status
Exclusive relationship 81.0 (890) 76.6 (433) 85.6 (457) P=0.038
Nonexclusive relationship 18.8 (207) 23.0 (130) 14.4 (77)
No relationship 0.0 (0) 0.0 (0) 0.0 (0)
Education level
High school graduate or less 14.5 (148) 15.1 (85) 11.7 (63) P=0.121
Trade/business School 2.3 (25) 2.5 (14) 21 (1)
Some college 44.0 (484) 40.5 (229) 47.7 (255)
Completed college 26.4 (290) 26.2 (148) 26.5 (142)
Graduate school 13.9 (153) 15.8 (89) 12.0 (64)
Children in the home
Yes 27.8 (267) 39.5 (195) 15.5 (72) P < 0.001

No 72.2 (692) 60.5 (299) 84.5 (393)




Table 2 Contraceptive method use (n=1,101)

Type of method % (n)

Hormonal method 48.6 (535)
Combined hormonal pill 72.1 (386)
Progestin-only pill 5.6 (30)
Hormonal patch 3.7 (20)
Vaginal ring 13.3 (71)
Birth control shot 5.2 (28)

Nonhormonal 51.4 (566)
Male condoms 60.9 (345)
Female condoms 0.4 (2)
Diaphragm/cap/shield 1.9 (11)
Copper IUD 12.0 (68)
Fertility awareness/Natural FP 10.6 (60)
Withdrawal 26.1 (148)
Vasectomy 0.0 (0)
Tubal ligation 6.0 (34)

Participants could be included in the nonhormonal method categories more
than once
IUD, intrauterine device; FP, family planning

Hormonal Contraception and Female Pain, Orgasm and
Sexual Pleasure

J Sex Med 2014;11:462-470

Nicole K. Smith, PhD, MPH,* Kristen N. Jozkowski, PhD," and Stephanie A. Sanders, PhD*$

Table 3 Mean differences in sexual function measures based on contraceptive method

Total Hormonal Nonhormonal
M (SD) M (SD) M (SD) t(d.f.)
Frequency of sex 9.86 (9.41) 8.90 (8.84) 10.83 (9.91) 3.88™* (1,151)
—loitiating sex ) 1) 4) NS
Pain 0.13 (0.33) 0.21 (0.19) 0.06 (0.21) -3.43** (1,148)
Arousal 0.78 (03] 0.67 (U.50) 0.80 (0.09) P M PR LS )
——maticfaction L3001 07 13002 85 130 (144} ALS
| Drier Vagina 0.18 (0.26) 0.29 (0.24) 0.08 (0.24 —3.48** (1,145
rgasm T.07 §1.74) 0.86 51.55) T.18 ;!.UU( T.80° 51,1ESE
Pleasure 0.69 (1.20) 0.68 (0.30) 0.70 (2.1) NS
Lubricant use 0.25 (0.611) 0.31 (0.47) 0.19 (0.69) -1.63* (1,150)

*P<0.05, *P<0.01

d.f., degrees of freedom; M, mean; SD, standard deviation



Sexual Behavior and Oral Contraception: A Pilot Study
J Sex Med 2012;9:550-557

Cesare Battaglia, MD, PhD,* Bruno Battaglia, MS,* Fulvia Mancini, MD, PhD," Paolo Busacchi, MD,*
Maria Chiara Paganotto, MD,* Elena Morotti, MS,* and Stefano Venturoli, MD*

Table 1 Hormonal and biochemical profile before and after 3-month treatment with an oral contraceptive containing
30 ug ethinylestradiol and 3 mg drospirenone in 21 young, healthy women without sexual problems

Baseline After 3 months Significance
Normal range (N=21) (N=21) (P<0.05)

Estradiol (pmol/L) 45-350 187 = 86 81 + 44 0.021
Testosterone (nmol/L) 0.70-2.70 1.2x0.2 1.0+0.7 0.477
Androstenedione (nmol/L) 1.0-11.5 8.4+11 78+08 0.124
SHBG (nmol/L) 30-120 56 + 29 115 + 44 0.029
FAI (%) 2.1 +0.7 0.8 +0.7 0.011
FEI (%) 0.32 = 0.02 0.06 = 0.05 <0.001

FAl = free androgen index; FEI = free estrogen index; SHBG = sex hormone binding globulin




Sexual Behavior and Oral Contraception: A Pilot Study
J Sex Med 2012;9:550-557

Cesare Battaglia, MD, PhD,* Bruno Battaglia, MS,* Fulvia Mancini, MD, PhD," Paolo Busacchi, MD,*
Maria Chiara Paganotto, MD,* Elena Morotti, MS,* and Stefano Venturoli, MD*

Table 2 Ultrasonographic and Doppler indices before and after 3-month treatment with an oral contraceptive containing
30 ng ethinylestradiol and 3 mg drospirenone in 21 young, healthy women without sexual problems

Baseline After 3 months Significance
(N=21) (N=21) (P<0.05)

Labium minus thickness (mm) 45+ 04 39+04 0.001
Vaginal introitus area (cm?) 1.04 =+ 0.23 0.81 = 0.21 0.044

Labia Majora
-

e

Fourchette




Sexual Behavior and Oral Contraception: A Pilot Study

J Sex Med 2012;9:550-557

Cesare Battaglia, MD, PhD,* Bruno Battaglia, MS,* Fulvia Mancini, MD, PhD," Paolo Busacchi, MD,*
Maria Chiara Paganotto, MD,* Elena Morotti, MS,* and Stefano Venturoli, MD*

Table 3 Behavioral profile indices before and after 3-month treatment with an oral contraceptive containing 30 g
ethinylestradiol and 3 mg drospirenone in 21 young, healthy women without sexual problems

Baseline
(N=21)

MFSQ sex (score) 496 + 8.6
Intercourse/week (N) 26 +13
Orgasmic frequency (score) 6.1 0.7

MFSQ = McCoy Female Sexuality Questionnaire

After 3 months Significance
(N=21) (P<0.05)

459 + 8.4 0.033
1.5+1.0 0.047
45 =* 0.6 0.005




Table 1 Demographic data

All participants

Participants (after screening Number Percentage
for unserious responders) 1,086 100.0
Contraception in past 6 month

Yes 945 87.0

No 141 13.0

Method of contraception in past
6 month(multiple answers
possible)

Oral contraceptives (OC) total
Contraceptive implant
Intrauterine methods

Vaginal contraceptive ring
Condoms

Fertility awareness

Other contraception

Sexually active in the past

4 weeks
Yes
No
Age (years)
<25
=25 and <35
>35
Stable relationship
Yes
Mean duration
No
Pregnancy
No pregnancy
One pregnancy
More than one pregnancy
Pregnant in the last 2 years
Yes
No
Active wish for children
Yes
No
Smoking
Yes
Mean number of
cigarettes/day
No

752 69.2
8 0.7
19 1.7
78 7.2
243 224
17 1.6
8 0.7
1,057 97.3
29 2.7
856 78.8
223 20.5
7 0.6
869 80.0
3.2 (std 2.6) years
217 20.0
1,046 96.3
29 2.7
11 1.0
26 24
1,060 97.6
37 34
1,049 96.6

131 121
8.7 (std 6.8) cigarettes / day

955 87.9

Prevalence of Sexual Dysfunction and Impact of Contraception in

Female German Medical Students
J Sex Med 2010;7:2139-2148

Christian W. Wallwiener, MD,* Lisa-Maria Wallwiener, MD, Harald Seeger, PhD,*
Alfred O. Miick, MD, PhD,* Johannes Bitzer, MD,* and Markus Wallwiener, MD?

The method of contraception and smoking

were factors with significant effect on the total FSFI
score whereby hormonal contraception was
associated with

lower total FSFI scores and lower desire and arousal
scores than no contraception and non-hormonal
contraception only. Other variables such as stress,
pregnancy, smoking, relationship and wish for
children had an important impact on sexual function
as expected according to earlier studies.

The contraception method has a significant
effect on the sexual functioning score and
women using contraception, especially
hormonal contraception, had lower sexual
functioning scores




OCP USERS = FOUR VULVOSCOPIC FINDINGS

Provoked vestibulodynia

Clitoral atrophy

Labial resorption
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Hormonally Mediated Provoked Vestibulodynia

Treatment:

Stop hormonal
contraceptives

Systemic testosterone
— Ideal calculated
free testosterone 0.8
ng/dl

Local to vestibule
estradiol
0.02%/testosterone
0.1% In
methylcellulose BID

Expect no
Improvement for 6
weeks, 30-40% by 12

Wf\ﬁl/(“
A\ ) W )

Burrows LJ, Goldstein AT. Vulvodynia. J Sex Med 2008;5:5-15.



Vulvoscopy 10/5/12 Vulvoscopy 1/18/13




Medical or biologic causes vulvodynia:

=

. Altered hormone integrity
. Increased nerve fiber density - genetic susceptibility leading to elevated

levels of nerve growth factor substances

.An injury to, or irritation of, the pudendal nerves that transmit pain and

other sensations

. Abnormal response of tissues to Candida infection, or recognized allergies

or non-specific allergies
Dermatologic conditions: lichen sclerosus or lichen planus

. Vulvar granuloma fissuratum

Peri-urethral glans pathology
Desquamative Inflammatory Vaginitis
Bartholin cyst

. Clitorodynia

. Pelvic Congestion Syndrome

. Endometriosis

. Pelvic Organ Prolapse

. Interstitial Cystitis

. Referral from Hip Disease

. Partner Issues — Peyronie’s disease, piercings
. High tone pelvic floor dysfunction




Acquired Neuro-Proliferative Vestibulodynia

Women reports onset of
symptoms after
severe or recurrent
candidiasis or allergic
reactionl?

Polymorphism in genes
coding for IL-1ra, IL-
1B2,3

Decreased INF-o3

Elevated TNF, IL-1B, IL-
6, IL-8, Heparanse?

Increased mast cells In
mucosa*

Persistent inflammation
can lead to a
proliferation of C-
afferent nociceptor?

S-100 Immunostain

s ®Fp

29-year-old control Patient with vestibulodynia

Only a few nerve cell bundles Abundant proliferation of nerve
are detectable (x25) fibers (x25)

Harlow BL Ann Epidemiol. 2009 Nov;19(11):771-77
Witkin SS Am J Obstet Gynecol. 2002 Mar;186(3):361-4.
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Neuroproliferative Vestibulodynia

Involvement of Heparanase in the Pathogenesis of
Localized Vulvodynia.
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Shifra; Ophir, Ella
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136-141, January 2008.
DOI: 10.1097/pgp.0b013e318140021b

FIG. 2. A X400 [A) and x600 (B) CD117 (C-kit) stain
depicting mast cells. They are located subepithelially,
among other inflammatory cells, in a specimen from
localized vulvodynia.

Involvement of Heparanase in the Pathogenesis of

Localized Vulvodynia.
Bornstein, Jacob; Cohen, Yitzhak, Zarfat, Doron; Sela,
Shifra; Ophir, Ella

International Journal of Gynecological Pathology. 27(1):
136-141, January 2008.
DOI: 10.1097/pgp.0b013e318140021b

FIG. 3 . Heparanase expression. x400 (A) and x600 (B).
Positive cytoplasmatic stzining Is seen in the subepithelial
layer, close to the epithelial basement membrane.



Neuroproliferative Vestibulodynia

Involvement of Heparanase in the Pathogenesis of
Localized Vulvodynia.
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Shifra; Ophir, Ella

International Journal of Gynecological Pathology. 27(1)
136-141, January 2008.
DOI: 10.1097/2gp.0b013e318140021b

FIG. 4 . x400 [A) and x600 (B) staining for PGP 9.5. The
nerve fibers are seen intruding into the epithelium to
more than half its depth.
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TABLE 1 . Comparison of semiguantitative scores in
localized vulvodynia and controls
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Only a few nerve cell bundles Abundant proliferation of nerve
are detectable (%25) fibers (x25)




Neuro- Prollferatlve Vestibulodynia

S$-100 Immunostain

CONSERVATIVE TREATMENT
OPTIONS FOR
NEUROPROLIFERATIVE
VESTIBULODYNIA

1. Interferon, montelukast,
Neogyn, if within 6 months
of onset of symptoms

Introitus with 9:00 and 11:00

Urethral meatus . i
1:00 and 11:00 1:00 and 3:00 veﬁ;ﬁgﬁ;ﬁzs 2. |T after_ 6 month 2 t_O pical
srythematous shythematons lidocaine, capsaicin 0.025%,

vestibular glands vestibular glands

desipramine, gabapentin

3. Experimental treatments in
development




Surgical Techniques

Vestibular Anesthesia Test for Neuroproliferative Vestibulodynia

Catherine Gagnon, NP, Julea Minton, NP, and Irwin Goldstein, MD
San Diego Sexual Medicine, San Diego, CA, USA

J Sex Med pd ok

Position of patient for vulvoscopy

Vulvoscopy

Biologic Issues in Neuroproliferative
Vestibulodynia

Polymorphisms in genes coding for IL-1 receptor
antagonist, and interleukin 1 beta

Decreased interferon-alpha
Elevated tumor necrosis factor, TNF, interleukin-1
beta, interleukin-6, interleukin-8 and heparanase

Increased mast cells limited to the vestibular
mucosa (endodermal embryology)

Persistent inflammation leading to proliferation of
C-afferent nociceptors

Clitoris <

Urethra |

Normal minor
vestibular glands

/

Vestibule:
Lateral border - Hart’s line
Medial border - Hymen

Vagina

L Erythematous
minor vestibular
glands

.

=

©'14 Meesenger I

Normal vestibular histology showing only a
few C-afferent nociceptors stained with S100

Abnormal histology showing excess proliferation of C-afferent
nociceptors seen in epithelium of vestibule on S100 staining
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Surgical Techniques

Vestibular Anesthesia Test for Neuroproliferative Vestibulodynia
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Borders of
vestibule outlined
with marking pen

tender minor vestibular glands during Q-tip

Vulvoscopic photo of provoked
vestibulodynia—with erythematous and

" testing Sk g
-

B

Erythematous
minor vestibular
glands
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Vulvoscopic photo of provoked
vestibulodynia—with erythematous and
tender minor vestibular glands during Q-tip
testing

Apply Betadine
to vestibule




Bupivicaine (20%), lidocaine
(8%), and tetracaine (8%) -
BLT




Bupivicaine (20%, lidocaine
(8%), and tetracaine (8%) -
BLT
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Bupivicaine (20%, lidocaine
(8%), and tetracaine (8%) -
BLT




Surgical Techniques

Vestibular Anesthesia Test for Neuroproliferative Vestibulodynia
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Redness and tenderness of
vestibule before procedure

Vestibule after injections

Diagnosis of
neuroproliferative
vestibulodynia suspected
by absence of pain during

\ Q-tip testing
VA

(s X Erythematous

) i ! ,",_,.’\ .,‘:\'//minor vestibular

( - e glands

VA% - o
\ ‘\:/I ,1 L ldnr
\\\ /’/ / ol

Vestibule 7

Q-tip testing of labia majora

(intact sensation) Q-tip testing of vestibule

(absent sensation)

Q-tip testing of vaginal mucosa
(intact sensation)

Introital penetration testing revealing
absent sensation

Uterus

Vaginal introitus  Vagina
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Q-tip testing of perineum
(intact sensation)




VESTIBULAR ANESTHESIA TEST
i

"65250-266-20

mg/20mL (13.3m°

Fﬂfhm Only.
A0 Ot Route o
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Bupivicaine in
liposome







Neuro-Proliferative Vestibulodynia

COMPLETE
VESTIBULECTOMY
SURGERY




Sexual Medicine Surgery

Surgical therapy may be Surgical treatments for
selected in women with sexual health concerns
sexual health concerns - are highly invasive,
based upon failure of or associated with potential
Insufficient response of or complications, and are
adverse side effects generally reserved for
associated with select cases of
conservative non-surgical conservative treatment-
therapies, or patient refractory sexual
preference dysfunction

Despite their significant cost and potential invasiveness,
surgery has been associated with high rates of patient
satisfaction in several studies




Neuro-Proliferative Vestibulodynia

Positive vestibular anesthesia test can help predict surgical
outcome

A positive vestibular anesthesia test predicts that the
patient can be pain-free if there is:

1) elimination of diseased vestibular tissue that is
associated a high density and proliferation of C-afferent
nociceptors that has led to unrelenting and conservative
treatment resistant vestibulodynia

2) the healthy vagina (NO PATHOLOGY) is surgically
connected to the healthy vulva (NO PATHOLOGY)
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COMPLETE VESTIBULECTOMY REMOVING ALL VESTIBULAR TISSUE -
EVEN 1-2 MMS FROM THE URETHRAL MEATUS
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FAILURES OF "COMPLETE"
VESTIBULECTOMY SURGERY

1. INCORRECT DIAGNOSIS OF NEURO-
PROLIFERATIVE VESTIBULODYNIA

2. RECURRENT/ PERSISTENT NEURO-
PROLIFERATIVE DISEASE AT 1-3:00 /9-11:00
O’'CLOCK - (Post-op refraining from sexual
activity)

1. BARTHOLIN’S CYST - (Post-op refraining from
sexual activity)



















