A SUPPLEMENT TO MAY 2009

Female
Patient

Diagnosis and Management of
Interstitial Cystitis: Issues, Challenges,
and Opportunities

A CME Publication

This activity is jointly sponsored by the Postgraduate Institute for This publication is supported by an educational grant from Ortho Women's
M and SynerMed® Communications. In cooperation with Health & Urology, Division of Ortho-McNeil-Janssen Pharmaceuticals, Inc.,

administered by Ortho-McNeil Janssen Scientific Affairs, LLC.

QSUFU @S\\z lLJ Release Date: May 2009 = Expiration Date: May 31, 2010

Estimated time to complete activity: 1 hour and 30 minutes




DIAGNOSIS AND MANAGEMENT OF INTERSTITIAL CYSTITIS:
ISSUES, CHALLENGES, AND OPPORTUNITIES
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interstitial cystitis/painful bladder syndrome.

Statement of Need: Interstitial Cystitis/Painful Bladder Syn-
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Recent research is demonstrating that possibly as many as 1
in 4.5 women and 9% of men are suffering from this bladder-
related condition that, until recently, was poorly understood.
Many practitioners are unclear how to best diagnose or man-
age this condition; consequently, women suffer with IC/PBS an
average of 5 to 7 years before they are correctly diagnosed. In
women, the absence of a definitive diagnostic test for IC/PBS
often results in misdiagnosis of these symptoms as urinary
tract infections, endometriosis, or yeast vulvovaginitis. The
urinary symptomatology clearly indicates bladder involvement;
however, the accompanying pelvic pain may be experienced
anywhere throughout the genitourinary region and further
confounds the diagnosis. Because of the unique challenges
associated with IC/PBS, there is a clear need for education on
identification, diagnosis, and earlier management and treat-
ment strategies for patients with IC/PBS so that clinicians may
confidently and effectively intervene and improve the quality of
life for their patients.
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Introduction

Kristene E. Whitmore, MD; Roger Dmochowski, MD

nterstitial cystitis/painful bladder syn-

drome (IC/PBS) is a highly prevalent,

enigmatic, and troubling condition
that is still largely underdiagnosed and
undertreated.! Although it is estimated
that 38% to 85% of women with chronic
pelvic pain (CPP) may have IC/PBS,
as many as two-thirds of these women
never undergo diagnostic testing, receive
correct diagnosis, or receive treatment.2

Confusion regarding the definition of IC/PBS (and even
its name) contributes to the discrepancies in prevalence
estimates among studies. Because many patients’ pelvic pain
and urinary symptoms are attributed to gynecologic, gastro-
intestinal, or urologic disorders, calculations based on phy-
sician diagnoses are likely to underestimate the prevalence
of IC/PBS. The most frequently used recent data estimate
the prevalence of IC/PBS in the United States at 0.83% to
2.71% in women and 0.25% to 1.22% in men, depending
on which definition is used.® A study by Rosenberg and col-
leagues, however, concluded that the symptoms consistent
with IC/PBS are reported by 0.6% to 12.6% of women visit-
ing a primary care practice.* Just as the prevalence of IC/PBS
among women may be higher than previously estimated,
studies suggest that the prevalence among men may also be
higher than previously thought, when comparing the IC/PBS
prevalence of women to men. A recent Canadian study
found a female-to-male ratio of 8:1,° and a US study yielded
a ratio of approximately 5:1.

Regardless of the prevalence, IC/PBS causes pain and
distress for a large number of both women and men.
Often, distress is increased by the delay in diagnosis
and treatment that is common for many patients. During
the delay between symptom onset and diagnosis, patients
may see multiple clinicians and undergo multiple, perhaps
unnecessary, procedures—including major surgery—
without achieving relief for their symptoms (Figure 1).

Kristene E. Whitmore, MD, is Program Co-Chair, Professor of
Urology and Obstetrics & Gynecology, Drexel University Col-
lege of Medicine, Hahnemann University Hospital, Philadelphia,
PA; Roger Dmochowski, MD, is Program Co-Chair, Professor
of Urology, Director, Vanderbilt Continence Center, Vanderbilt
University, Nashville, TN.

nfortunately, IC/PBS
is typically not identified
and treated until it has
become an established
chronic pain syndrome.

A major reason IC/PBS becomes less
responsive when treatment is delayed is
that acute pain, the initial manifestation
of IC/PBS, may evolve into chronic pain,
as described below, when left untreated.
Once this occurs, a self-perpetuating pain
cycle develops, which does not necessar-
ily require external stimuli to be activated.
The ongoing, often excruciating pain of
IC/PBS, combined with the urinary
urgency and frequency which are then compounded with fear
of not being able to find a restroom, can result in social isola-
tion and limitation of travel, professional, and family activities.
The more severe the symptoms, the more likely the patient
will experience a decrease in physical and social functioning
and an increase in fatigue, anxiety, and depression; all of these
factors play a part in further reduced functioning.”® Unfortu-
nately, IC/PBS is typically not identified and treated until it has
become an established chronic pain syndrome. Prompt diag-
nosis might allow patients to manage their IC/PBS with mini-
mal treatment or simple lifestyle changes. Moreover, if
treatment is necessary, earlier treatment would likely reduce
patient distress and improve quality of life (QOL).

Clinicians who encounter patients with CPP, including
gynecologists, urogynecologists, urologists, and primary care
providers, need further education regarding the need to
consider a diagnosis of IC/PBS. A clinician survey found that
very few providers rated their understanding of IC/PBS as
completely adequate. Half rated their knowledge as some-
what adequate; about one-third, inadequate; and some stated
they had almost no knowledge of IC/PBS (Figure 2).°

Patients see at least
5 physicians
before diagnosis

Significant suffering
and reduced QOL

Initial
development of
IC/PBS symptoms

Diagnosis
of IC/PBS
5-7 years

May have unnecessary
surgical procedures

FIGURE 1. Impact of delayed IC/PBS diagnosis.t
IC/PBS = interstitial cystitis/painful bladder syndrome; QOL = quality of life.
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[l Completely adequate
[l Somewhat adequate
[] Inadequate

8.5% 7.0%

[ Almost nonexistent

34.5%
50.0%

FIGURE 2. Self-rated clinician knowledge of IC/PBS.°

To better define CPP syndromes, a number of multi-
disciplinary meetings have been convened in the past 2
years, with the goal of reaching consensus on terminology
and definitions. The first meeting, held in early 2007 by the
Washington, DC, Consensus Group on Interstitial Cystitis/
Painful Bladder Syndrome, resulted in agreement on a
potential definition for IC/PBS as follows: “pelvic pain, pres-
sure, or discomfort related to the bladder, typically associ-
ated with persistent urge to void or urinary frequency, in the
absence of infection or other pathology.”® The majority of
attendees believed that the nomenclature for IC/PBS should
be changed, but they believed insufficient evidence was
available to adequately indicate those changes. This group
also believed that IC should remain part of the conditions
name and that it should be positioned first, as in 1C/PBS.%°
Later that year, a panel of experts further concluded from
epidemiologic evidence that IC and chronic pelvic pain
syndrome (CPPS) occur concurrently with other, nonuro-
logic chronic pain syndromes.**

In December 2007, experts at a meeting held by the
National Institute of Diabetes and Digestive and Kidney
Diseases (NIDDK) began the process of redefining IC/PBS
and CPPS in the context of other associated syndromes,
such as fibromyalgia, irritable bowel syndrome (IBS), and
chronic fatigue syndrome (CFS). This meeting was the start
of a dialogue regarding definitions, diagnostic protocols,
and common symptomatology among these related disor-
ders. Because CPP, like other chronic pain syndromes, is
multifaceted, it is most likely to respond to multimodal treat-
ment. The result of this meeting produced plans for the
NIDDK initiative, the Multidisciplinary Approach to Pelvic
Pain.'2 The most recent meeting, in June 2008, which served
as a follow-up to the other meetings, is described below.
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The decisions reached in these NIDDK meetings were
largely geared toward facilitating research on CPP. Although
this is an important and worthwhile effort, the definitions
and terminology developed for research purposes may not
help eliminate the confusion experienced by clinicians and
their patients with CPP. Therefore, acknowledging that the
most important issue in the context of IC/PBS is timely
diagnosis and treatment, Postgraduate Institute for Medi-
cine invited a select panel of experts in gynecology, urology,
and primary care to provide updates on CPP and discuss the
real-world application of theoretical knowledge, with the
goal of further medical education for clinicians. This supple-
ment summarizes their presentations and discussions.
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Why; When, and ow to Treat: Opportunities to Maximize Quality of Life

Initiate Therapy
\ \
Oral

= Pentosan polysulfate Behavioral
* Amitriptyline « Dietary modification
* Hydroxyzine  Pelvic floor exercise
Use single agent/multiple agents as needed * Physical/emotional relief
Consider short-term intravesical therapy for more severe symptoms

GOOD RESPONSE

POOR RESPONSE
4 to 8 weeks
monitor therapeutic
response
\ \
Re-evaluate Continue therapy for 4 to 6 months

\d
YES

= Treat other pain generators Resolution of
symptoms

= Continue initial oral therapy and consider

additional oral therapy (antihistamines/ v
antidepressants/analgesics)
» Consider long-term intravesical therapy Re-evaluate

l

Resolution of
symptoms by
6 months

NO

YES

Continue oral therapy and consider . Determine

« Cystoscopy and hydrodistention Continue therapy for > when patient
- Ulcer ablation 4 to 6 months can be weaned
* Neuromodulation off therapy

POSITIVE
NEGATIVE

Response

Re-evaluate

y

Modify oral therapy as needed
* Chronic pain management
 Extirpative surgery rarely indicated

FIGURE 2. Algorithm for treatment of diagnosed IC/PBS.

IC/PBS = interstitial cystitis/painful bladder syndrome.
Reprinted with permission from Forrest JB, Mishell DR Jr. Breaking the cycle of pain in interstitial cystitis/painful bladder syndrome: toward

standardization of early diagnosis and treatment Consensus Panel Recommendations. J Reprod Med. 2009;54:3-14.
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practice study evaluating clinical phenotypes in patients
with 1C/PBS.® Both studies showed that patients with only
an organ-specific clinical phenotype had shorter symptom
or diagnosis duration than did patients with IC/PBS, plus a
regional chronic pain syndrome. Patients with multiple
clinical phenotypes and/or a general chronic pain syndrome
were also found to have the longest duration of symptoms
and/or diagnosis. This suggests a phenotypic progression
over time from a purely local organ-centric bladder pain
syndrome to a regional chronic pain syndrome and finally
to a systemic pain syndrome. Furthermore, these studies
showed that these later clinical phenotypes were associated
with increased severity of the cognitive deterioration dis-
cussed above. Again, it makes intuitive sense that early treat-
ment may prevent this deleterious clinical progression.

In 2007, a group of experts met and formulated 2 algo-
rithms to assist in more accurate diagnosis and improved
treatment choices for patients with IC/PBS.1® These algo-
rithms are presented in Figures 1 and 2 (pages 19 and 20).%°
Figure 2 offers a consensus-based approach to treatment of
diagnosed IC/PBS. Bladder-generated pain, frequency, and
urgency must be addressed in any algorithm for the diagno-
sis and treatment of IC/PBS; however, the fact that pelvic
floor dysfunction, vulvodynia, and sexual dysfunction
significantly affect QOL means that these non-bladder-
related problems must be identified and treated as well.
Similarly, regional (eg, irritable bowel syndrome [IBS]) and
systemic (eg, fibromyalgia) pain, if present, also impact
QOL and should be identified and managed. Finally, fail-
ure to identify and arrange for management of depression
and maladaptive coping behaviors can result in subopti-
mal treatment results.!*

In summary, amelioration of the specific IC/PBS symp-
toms of pain and urinary frequency/urgency is mandatory
for improving patients’ QOL. This involves using a rational
therapeutic strategy as outlined in Figure 2 (page 20). How-
ever, education, support, and lifestyle changes will also assist
in improving patients' QOL. Collaborative management of
concomitant diagnoses such as vulvodynia, pelvic floor dys-
function, IBS, and/or fibromyalgia may also be necessary.
Sometimes, the treatment for IC may overlap with treatment
for these associated conditions. Some drugs used in the treat-
ment of IC, amitriptyline, for example, are therapeutically
effective in multiple conditions. Management of these con-
current conditions in collaboration with other clinicians may

Nickel

be highly beneficial in improving patients' outcomes and
QOL. Regarding the psychosocial issues, a workbook and
manual are presently being developed, for release later this
year. These materials are being designed to help patients
identify their cognitive issues and recognize when to seek
psychological/psychiatric support. It is hoped that such tools
will benefit gynecologists and urologists, who do not typi-
cally treat these cognitive issues, and empower patients to
address the issues on their own.
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Summary and Conclusions

everal topics emerged as noteworthy:
The true value of hydrodistention as a treatment
was debated, with some panel members arguing that
relief caused by this procedure is short lived, while others
maintained that any relief would be welcome to patients
with interstitial cystitis/painful bladder syndrome (IC/PBS),
even if its duration is short-term. As shown in the Figure,*
however, in a large (N=750) survey by Hill and colleagues,
less than one-quarter of patients who had undergone hydro-
distention reported an improvement in symptoms, while
more than one-quarter reported an exacerbation, and the
remaining half noted no change.

Potential differences in presentation between pre-
menopausal and postmenopausal women were discussed.
It was pointed out that in one study of chronic pelvic
pain, all patients, regardless of the source of their pain,

responded favorably to administration of a gonadotro-
pin-releasing hormone agonist,? suggesting that hormone
cycles may affect pain symptoms. There was general
agreement that women whose IC/PBS persists past meno-
pause or who initially present with IC/PBS postmeno-
pause typically have more severe symptoms and achieve
remission less quickly than women who are premeno-
pausal. This may be, in large part, because many of these
women have had IC/PBS for a long time, and, as dis-
cussed earlier, the greater the duration of symptoms, the
less likely they will be easily relieved.

The panel agreed that recognizing and treating 1C/PBS
is more important than naming it, but that this choice
eventually must be made and abided by in order to facili-
tate clear communication among clinicians in different
disciplines and between clinicians and their patients.

70 7
60 A

Percent of Treated Patients

%ﬂﬂlthll

[l Symptoms improved

] symptoms exacerbated

1l

FIGURE. Patient perceptions of treatment effects.t

DMSO = dimethyl sulfoxide; HA = hyaluronic acid; PPS = pentosan polysulfate sodium.
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CONCLUSIONS

This comprehensive meeting of experts in the recognition
and treatment of IC/PBS yielded several important points
that should be the topics of ongoing discussion and
research, particularly the following:

o IC/PBS may begin as acute pain, and in some patients,
through a cascade of events, can evolve into chronic
pain with increasing symptom severity

¢ |C/PBS is likely multifactorial with many similar
symptoms that may coexist or precede one another
in any order

o IC/PBS is more prevalent than has been thought previ-
ously but is still underrecognized, underdiagnosed,
and undertreated (or treated inappropriately)

e Early diagnosis of IC/PBS and multimodal treatment of
pain generators may help prevent disease progression

e It is important that a definition and name for this dis-
order eventually be agreed on and adopted universally
for the sake of clear communication and prompt iden-
tification of the syndrome

e Most important is that clinicians whose patients
present with pelvic pain should consider IC/PBS as
a possible diagnosis and provide their patients with
prompt, appropriate treatment
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