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INTRODUCTION

The more common gynecologic diagnoses of
chronic pelvic pain (CPP) are pelvic adhesions,
adnexal cysts, endometriosis, endosalpingiosis,
ovarian remnant syndrome, pelvic congestion syn-
drome, residual ovarian syndrome, pelvic inflam-
matory disease, adenomyosis, and uterine leiomy-
omatas.'* Often, management of women with CPP
involves invasive procedures or surgical interven-
tions. In fact, more than 40% of laparoscopies and
10% to 12% of all hysterectomies are performed as
a result of CPP, which contributes to its significant
economic burden.** Endometriosis is one of the
more prevalent gynecologic diagnoses among
women with recurrent and progressive CPP!
Among 58 patients who presented to a pelvic pain
center for treatment, 48 (83%) had biopsy con-
firmed active endometriosis.” This finding is con-
sistent with [indings in the current literature.*s"
Endometriosis is the presence of ectopic endome-
trial glandular tissue outside of the endometrial
cavity. Symptoms include dyspareunia; cyclic pre-
menstrual, menstrual, or both, low abdominal
pelvic pain; irritative voiding; and flares after sex-
ual intimacy!" Ideally, the diagnosis ol
endometriosis involves visual confirmation of the
lesion during laparoscopy and histologic confir-
mation of the presence of both ectopic endometri-

al glands and stroma."

INTERSTITIAL CYSTITIS
PAINFUL BLADDER SYNDROME

Interstitial cystitis (IC), or pelvic pain of bladder
origin, occurs predominantly in women 30 to 59
years of age," with up to 85% of reported cases in
those 40 to 45 years ol age.” Along with
endometriosis, 1C is considered one of the more
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common disorders associated with CPR"
Yet, only 500,000 patients with debilitating
bladder problems have been diagnosed with
IC, while the number of those with undiag-
nosed 1C has been estimated to be more
than 8 million.'® Still, some estimates range
up to 28 million, with the overwhelming
majority ol these individuals incorrectly
diagnosed or undiagnosed."”

Symptoms include urinary urgency, fre-  RpH
quency and/or pelvic pain in the absence of

urinary tract infection. Although these symptoms
represent the classic triad of IC, some patients
have no pain and present with symptoms of over-
active bladder. In addition, 15% of patients present
with chronic pain and no urologic symptoms.'®
Furthermore, many patients have dyspareunia and
cyclic premenstrual, menstrual, or both, low

abdominal pain exacerbated by sexual intimacy.'**

In the mid-1980s, the National Institutes of
Health-National Institute of Diabetes and
Digestive and Kidney Diseases (NIH-NIDDK)
established clinical and cystoscopic diagnostic cri-
teria for research studies of 1C (Table 1).* The
consensus criteria [or diagnosis of IC, including

Posmive PoTassiuM SENSITIVITY TEST REsuLTS (ORRELATE
WiTH CysToscopic DIAGNOSTIC CRITERIA FOR INTERSTITIAL
CysTimis* IN PATIENTS WITH CHRONIC PELVIC PAIN

CPP + Positive PST
n=146/178 {82%)

PP + Cystoscopic
Evidence of IC
n=159/178 (89%)

+ Positive PST + Cystoscopic Evidence of
n=140/159 (88%) 1C n=140/146 (96%)

TABLE 1

*Glomerulations and hemaiuria according 1o the National
Institutes of Health-National Institute of Diabetes and
Digestive and Kidney Diseases guidelines.
FPST=Potassium Sensitivity Test; IC=interstitial cystitis;
CPP=chrenic pelvic pain.

TN=178.
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exclusions and cystoscopic evidence of ulcers and
glomerulations, were widely accepted [or both
clinical and research purposes and thereafter
became the de facto criteria for establishing a clin-
ical diagnosis.®* Glomerulations, however, are

not pathognomonic of IC (Figure 1).* A recent

study reported glomerulations in about 45% of

“normal” women undergoing tubal ligation.™

Unfortunately, the women were not specifically
questioned about urinary or gynecologic symp-
toms, such as CPP, and were not asked to com-
plete voiding logs or pain questionnaires. Some of
these women may have had occult IC character-
ized by pelvic pain, irritative voiding symptoms,
or both of these.”

n i-’ il

Figure 1. LEFT LOWER CORNER SHOWS MUCOSAL CRACKS, WHICH
ARE FREQUENTLY FOUND IN PATIENTS WITH IC. ALL THE OTHERS
SHOW GLOMERULATIONS. ™"

The NIH-NIDDK criteria were found to be too
restrictive for clinical use based on results of the
Interstitial Cystitis Database Study because more
than 60% of patients evaluated by experienced cli-
nicians and thought to have or to definitely have
1C did not meet the NIH-NIDDK criteria.”

Similar to the diagnostic criteria for IC, the patho-
genesis and cause of IC remain incompletely
delined. A consensus is emerging, however,
regarding the central role of bladder epithelial
dysfunction, bladder sensory nerve upregulation,
and mast-cell activation in the genesis of IC.'*#
The urothelial surface is lined by impermeable
bladder surface mucin composed of sulfonated

glycosaminoglycans and glycoproteins. Injury to
this surface can cause changes in permeability
that allow potassium ions to traverse the urotheli-
um, depolarize sensory and motor nerves, and

activate mast cells 18

On the basis of this hypothesis, Parsons et al®
developed the Potassium Sensitivity Test (PST) to
indicate abnormal permeahility of the epithelium,
which may be used to support a diagnosis of IC.
The use of PST has been validated in several stud-
ies. Over 80% of CPP patients demonstrated pos-
itive potassium sensitivity, suggesting a bladder
component to their pain (1C}).**

Parsons et al* also designed a Pelvic Pain and
Urgency/Frequency (PUF) symptom scale that
provides balanced attention to bladder-origin
pelvic pain (IC) and to pelvic pain or dyspareu-
nia. The severity of IC symptoms and the extent
to which the patient is bothered by each symptom
are measured on a scale of 0 (no symptoms) to 35
(most severe). PST was used to validate PUF as a
diagnostic tool. In patients suspected of having IC
with a PUF score of 10 to 14 (moderate symp-
toms), 74% showed positive potassium sensitivi-
ty'” Furthermore, it was shown that a PUF score
of 15 or higher is associated with an 84% chance
of a positive PST, which provides strong evidence
for the presence of IC."

ENDOMETRIOSIS

Endometriosis is considered one of the 4 most
common diagnoses in women with CPP" Based
on findings [rom many studies, at least 80% of

5-8,10,26.27

patients with CPP have endometriosis.

To establish a delinitive diagnosis of endometrio-
sis, many opinion leaders still believe that
laparoscopy is necessary.!! However, diagnosing
endometriosis during laparoscopy can be difficult
and is dependent on the surgeon’ level of experi-
ence. An inexperienced surgeon may miss the
diagnosis of endometriosis because its appearance
can vary widely."* Diagnosis also presents other
challenges. Although surgeons are urged to obtain
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histologic conlirmation of endometriosis, it is

often uncertain whether endometriotic implants
or adhesions found during surgery are the source
of the patient’s pain. Although pelvic adhesions
are diagnosed in approximately 25% of women
with CPP or without endometriosis, their rela-
tionship to CPP is still controversial."” It is pru-
dent, therefore, to consider other possible causes
of CPP even in the presence of endometriosis,
especially in patients whose symptoms persist

despite therapy.

Although endometriosis has been recognized as a
major cause of CPP, the treatment of endometrio-
sis is often not successful. Due to a lack of ade-
quate randomized controlled trials, evidence is
insufficient to support the efficacy of medical
therapy, surgical therapy, or both, for CPP and
endometriosis. As a result, management of
women with CPP considered secondary to
endometriosis includes a vast range of therapeutic
approaches that are often suboptimal and costly.®
To complicate management even further,
endometriosis has been found in more than 60%
of asymptomatic patients and progressive disease
exists in close to 60% of patients overall >

When endometriosis is found at the time of sur-
gery, destruction of the lesions by fulguration,
excision, or both, is recommended. Although
excisional surgery offers a better success rate in
treating endometriosis in patients with CPP it also
requires a higher level of surgical skill.® Many
patients, therefore, may receive inadequate treat-
ment for their endometriosis by less experienced
surgeons, which, in turn, can lead to persistent
and recurrent disease. Furthermore patients have
undergone numerous laparoscopies and have had

a hysterectomy and still suffer from CPP

Interestingly, endometriosis has been found to
involve the urinary tract and has been reported in
at least 16% of women undergoing a laparotomy
for the condition.” Recently, there was a report on
a small series of patients with bladder

endometriosis.” In addition, it has been demon-
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strated that 79% of patients with persistent chron-
ic pelvic pain after a hysterectomy have 1C.* Tt is
advisable, therefore, to evaluate urinary symptoms
in patients with CPP and endometriosis. Strict
adherence to this principle has led to the discov-
ery that IC and endometriosis, the evil twins, can

coexist in women with CPP

ENDOMETRIOSIS AND INTERSTITIAL CYSTITIS
THE EviL TwINS STUDY

Results of recently published papers®**%* demon-
strate the presence ol endometriosis and IC, the
“Evil Twins,” in 38% to 80% ol patients with
chronic pelvic pain based on the potassium sensi-
tivity test and laparoscopic and cystoscopic evalu-

ation.

In our recent “The Evil Twins” study® of 178
patients, 159 (89%) were diagnosed with intersti-
tial cystitis by cystoscopic evidence. A positive
potassium sensitivity test was achieved in 146
patients (82%). Both IC and PST were found in
140 (78.6%) patients. Biopsy confirmed endo-
metriosis was [ound in 134 patients (75.2%). Both
1C and endometriosis were found in 115 patients
(65%). In the positive PST group of 146 patients,
140 (96%) were diagnosed with I1C by cystoscopy.
Trritable urinary symptoms occurred in 145 of 178
patients (81.5%) with chronic pelvic pain. Urinary
incontinence was present in 77 (43.3%) patients.
The average pelvic pain (PUF) score was 14 of 35.
An average of 20% ol the study patients had no
urinary symptoms. Painful overactive bladder
symptoms were complaints among not only
patients with endometriosis but also those with
negative findings following laparoscopic evalua-
tion. In fact, the 44 patients with no endometrio-
sis showed significant improvement in their
symptoms of CPP, including their painful overac-
tive bladder symptoms after cystoscopic hydrodis-
tention, indicating that IC could be the cause of
their CPP 1t was concluded, therefore, that
patients with CPP (80%) with or without urclog-
ic symptoms of urgency/frequency (20%) may in



RESULTS OF
RECENTLY
PUBLISHED
PAPERS®**7*
DEMONSTRATE
THE PRESENCE OF
ENDOMETRIOSIS
AND INTERSTITIAL
CYSTITIS, THE
“EVIL TWINS," IN
38% T0 80% OF
PATIENTS WITH
CHRONIC PELVIC
PAIN....

fact have 1C as a component of their pelvic pain.*

If cystoscopy had been performed only in patients
with irritative voiding symptoms/overactive blad-
der, a diagnosis of IC would have been missed in
approximately 20% of patients. Furthermore, cys-
toscopy/hydrodistention is often performed only
in patients with a negative laparoscopic evalua-
tion. Consequently, patients are required to
undergo 2 separate procedures while under gen-
eral anesthesia, and the diagnosis of IC is delayed
in approximately 80% of patients. Cystoscopy/
hydrodistention should be considered as an inte-
gral part of the surgical evaluation of patients with
CER

Several modalities are used to diagnose IC.
Cystoscopic hydrodistention and clinical presen-
tation remain the “gold standard.” However, this
gold standard is not ideal and is considered con-
troversial by many** In addition, the stringent
diagnostic criteria for 1C developed by the NIH-
NIDDK and the controversy concerning the accu-
racy of less stringent criteria have interfered with
recognition of IC as a major cause of CPE To
make the problem worse, gynecologists in gener-
al are not accustomed to addressing irritable uri-
nary symptoms in patients with CPF, thus making
the diagnosis of IC less common.

The PUF questionnaire and the PST as advocated
by Parsons and colleagues have emerged as a sim-
ple office screening tool and diagnostic procedure,
respectively, for patients with symptoms of CPP
and IC. These tests have been recently validated
as diagnostic approaches for IC."* In this study,
the diagnostic accuracy of PST increased when
performed in conjunction with cystoscopic
hydrodistention. Notably, it has been shown that
a PUF score of 15 or higher is associated with an
84% chance of a positive PST, which provides
strong evidence for the presence of 1C.

It is very important to use all existing screening
and diagnostic modalities to establish an early
diagnosis of IC. When surgery is indicated, cysto-

scopic hydrodistention in conjunction with

laparoscopy is recommended to establish an earli-
er diagnosis of endometriosis and IC/CPP of blad-
der origin,***¥"*¥ the evil twins of CPP.

Simple conservative methods exist for treating 1C,
including diet, pelvic floor physical therapy, and
medications, such as hydroxyzine and pentosan
polysulfate sodium (Elmiron, Ortho-McNeil
Pharmaceutical, Inc, Raritan, NJ). Recent pub-
lished articles have indicated the efficacy of oral
contraceptives in treating CPP and IC ****We have
presented a clinical study ol using intravesical
instillation of anesthetic in patients with chronic
pelvic pain resulting in close to a 40% reduction
in pain symptoms in 8 to 10 weeks.™

Many thought leaders believe that the treatment
of women with CPP has been ineflective because
the underlying cause is actually urologic rather
than gynecologic.™® Therefore, it is reasonable to
conclude that ineffective management of CPP and
treatment failures may be in part the result of
missed diagnoses of 1C.

In summary, it is desirable to have a urologist per-
form cystoscopy and hydrodistention, especially
when these procedures are new to the gynecolo-
gist. If, however, a urologist is not available to
assist in the procedure, or alternatively, il the
gynecologist does not wish to perform a cys-
toscopy and hydrodistention, he or she should
consider using the PST test. This test has validat-
ed the PUF questionnaire, and together the PUF
and PST are more than adequate to confirm a
diagnosis of IC.

OVERLAP OF INTERSTITIAL CYSTITIS AND
ENDOMETRIOS!IS: THE UNDERLYING
NEUROPATHOLOGY

Both endometriosis and 1C are CPP syndromes
that can be frustrating for patients and physicians
alike. These CPP syndromes are associated with
other pain syndromes, including irritable bowel
syndrome (IBS), fibromyalgia, dyspareunia, and
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vulvodynia.*'* The association may be as a result
ol neuro-upregulation, and pain centralization;
other neuropathic states are reviewed else-
where”* and include visceral hyperalgesia (eg,
irritable bowel syndrome), viscerosomatic hyper-
algesia (eg, essential vulvodynia associated with
1C), viscerovisceral hyperalgesia (eg, IBS associat-
ed with 1C), and abnormal visceromuscular
reflexes (eg, pelvic floor tension myalgia).”

A review of the neuropathology of CPP and mul-
tisystem interactions involved in all the above-
mentioned clinical pain syndromes demonstrates
that the significant overlap of IC and endometrio-
sis observed in our studies is to be expected.® A
multidisciplinary approach to chronic pain has
been repeatedly shown to be highly efficacious. >
The substantial efficacy of this approach can
potentially be attributed to down-regulation of
the upregulated dorsal horn with resultant relief
of chronic pain. This concept of the visceral pain
syndrome should encourage clinicians to aban-
don an organ-specific approach to the evaluation
and treatment of their patients with CPP. Instead,
they should pursue a more holistic and mechanis-
tic management strategy in this patient popula-
tion. Our study strongly supports the rationale for
this approach.

t
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