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Clinical Scenario

A 27, female

A Suprapubic pain

A Dyspaerunia

A Urinary urgency/ frequency

A No incontinence

AiRecurrent UTI O/ Ooper
A Repeated urine cultures- sterile



Interstitial cystitis

Which one?




Interstitial Cystitis (1C)

A NIDDK-NIH 1987: Definition made for research
purposes

A Positive Factors (need 2)

' Pain on bladder filling, relieved by emptying
' Pain (suprapubic, pelvic, vaginal, perineal)
' Glomerulations on endoscopy
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i Decreased cystometric compliance
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A Only a third of suspected patients meet this criteria



Painful Bladder Syndrome (PBS)

Afl c o mp | auprapubic pdin related to
bladder filling, accompanied by other
symptoms such as increased daytime
and nighttime frequency, in the absence
of proven urinary infection or other
obvious pathologyo

A IC if typical cystoscopic and histological
features

A PBS/IC

2002




Bladder pain syndrome
BPS/IC

ESSIC, 2007

A Chronic pelvic pain/pressure/discomfort

A Need not be related to bladder filling

A Perceived related to bladder

A One urinary symptom: persistent urge,
frequency

A Exclusion of confusable diseases




Suprapubic pain/discomfort on bladder filling

BPS/IC

Absence of other pathologies Lower urinary
tract symptoms



Bladder Pain
Syndrome




Pain (IASP)

A An unpleasant sensory and
emotional experience associated
with actual or potential tissue
damage, or described in terms of
such damage.



Multiple pain generators

floor muscle



Systemic pain
syndrome
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Regional pain
syndrome

Urological
disease and Neuropathic
pelvic pain pain
syndrome syndrome

Inflammation
and tissue
damage

’ Visceral pain

syndrome
Initiation




Prevalence
A Physician diagnosed: 197 per 100,000

A Specialist diagnosed (cystoscopy,
hydrodistension): 45 per 100,000

A Third of women with chronic pelvic pain
and referred for laparoscopy have
Interstitial cystitis

A Female: male' 51 Clemens et al. J Urol 2005



AB

History

ladder pain > 6 months- worsens with

iIncreasing bladder volumes and relieved
with voiding

A Pelvic pressure or discomfort

A Other pains- pelvic pain (cyclic/constant)
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Dyspareunla

ares with seasonal allergies
JTS- frequency, urge

nysical examination: tenderness at

hladder base



Diagnostic approach:

(ESSIC 2007)

Clinical Features:
pain + 1 LUTS
(frequency, persistent urge)

Exclusion of confusable diseases:
history, examination, bladder scan,
uroflow/PSA, cystoscopy, biopsy

Classification of BPS:
cystoscopy with
hydrodistension, biopsy

BPS



Cystoscopy with
hydrodistention

Glomerulations



Cystoscopy with
hydrodistention

Glomerulations



Hunner 0s | esi O
cystodistension




Correlation with symptoms?

A Glomerulations- the primary finding in
cystoscopy

A Does not correlate with symptoms of
BPS

A Does not help to decide treatment

AHunner 6s | esi on:
dysuria and strangury

hae



surfaces of the bladder, resulting in
the sudden onset of pain

Hunner's ulcer
‘ As the bladder emplies, the Hunner's
l ulcer may come in contact with other




Investigations

Jrine dipstix

Jrine culture

Jrine cytology

Jrodynamics: no detrusor overactivity;

pain with bladder filling, low capacity
nladder

ACystoscopy: Hunner 6s
nydrodistension

A Intravesical tests

A Histology

T>o T J>o I




A Diagnosis of Exclusion

A Chronic infections- bacterial, chlamydia,
mycoplasma, tuberculosis, HSV, HPV,
candida

A Carcinoma/ carcinoma in situ, stones

A Gynecological- endometriosis,
urogenital prolapse, urethral diverticula

A Retention

A Detrusor overactivity

A Radiation/chemotherapy

AiSensory urgencyo




TaBLE 1. OVERLAPPING AND DIFFERENTIATING SyMPTOMS OF CoMMON BLADDER CONDITIONS

Symptom IC/PBS Endometriosis rUTI CPP OAB Vulvodynia
Urgency v — v v v

Frequency v v v v v —
Nocturia v — v v v _
Incontinence — —_ — - v _
Pain v v v v — v
Dyspareunia v v v v — v
Obstructive voiding symptoms — v _ _ _ _

IC,/PBS, interstitial C}'.\;l'il:i_\;;"pairlful bladder syndrome; rUTI, recurrent urinary tract infection; CPP, chronic pelvic pain; OAB, overactive

bladder.

Butrick et al. 2010



ldentify other pain generators
and other comorbidities

Uterus

. Bladder

Ps%lc bone &
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People with PBS/IC have
Increased prevalence of:

A Irritable Bowel Syndrome

A Fibromyalgia

A Chronic fatigue syndrome

A Endometriosis

A Vulvodynia

A Pelvic floor dysfunction

A Low back pain

A Headache

A SLE

A Psychological co-morbidities: anxiety,
depression, adjustment disorders




Psychosocial evaluation

A Depression
A Poor coping mechanisms
A Social/sexual history



A vicious cycle resulting In
neurogenic inflammation

Catheterisation
UTI
Bladder trauma

Bladder Insult

Bladder Urothelium
Dysfunction

Mast Cell Activation and Solutes Leak
Histamine Release Into Interstitium

Activation of C-Fibers and
Release of Substance P

Adapted from Evans et al. 2002




Leaky urothelium

A Damaged urothelial permeability
A Deficient GAG layer

A Toxic substances seeps in

A Chronic inflammation



Umbrella cell layer in normal cat urothelium: Uninterrupted

Urothelial pathophysiological changes in feline interstitial cystitis: a human model
Lavelle J. et al: Am J Physiol Renal Physiol 278: F540i1 F553, 2000.




SEM analysis of undistended
bladder urothelium in IC

A: cell-cell interactions between
umbrella cells are disrupted

B: close-up of area in box (A)
Underlying intermediate cells are
discernible




Cross talk between nerves

A Bladder and colonic irritation =
Cross-afferent pelvic stimulation

A Cross-sensitization

A Mast cells plan an importnat role



Treatment of BPS/IC

A The key: identify the pain generators

A Otherwise, the bladder pain will
Improve, however complaints will
continue

A Multidisciplinary approach: including
psychology, physiotherapy, pain
management team

A Early intervention give better results



Time line

5-7 years
Initial : .
Diagnosis
symptoms T T T

Sees numerous Undergoes  Progressive loss
physicians several of quality of life

unnecessary

procedures:

Rrecurrent UTI (culture negative)
AEndometriosis and significant bladder complaints
AOAB poorly responding to treatment
AChronic pelvic pain syndrome
Arulvodynia




First line treatments (1)

A Education
InWe donot know why It
ITAThere are ot hers with

iInWe cannot cure, but w
ymptoms and quality c
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A Support groups

Cystitis
(:t‘,'.\-"j(li\"i
Bladder



First line treatments (2)

A Behavioural modification: stop
thinking about it, treat concomitant
depression

A Exercises: relaxation, streathing

A Avoid flares: stress/anxiety

A IC Diet: bland diet avoiding trigger
foods Are you confused about what to eat?

‘;Q _\ The IC/PBS Diet Guide

If only we had a dollar for every well intentioned family member

or friend who encouraged an |C patient to drink cranberry juice
\ because "it's good for bladder problems.” Wrong!! Cranberry can
\ cause excruciating discomfort in an |IC patient. Other foods that
/ , ; \ + are notorious for triggering IC flares, include coffees (even decaf),
‘ eas, sodas, artificial sugar, fruit juices, tomato products and
o \ mmti-vitamins.




Bladder Insult Restoring
GAG layer

Bladder Urothelium
Dysfunction

Mast Cell Activation and Solutes Leak
Histamine Release Into Interstitium

Immuno-
modulation Activation of C-Fibers and

Release of Substance P

Pain modulation

Adapted from Evans et al. 2002



Intravesical treatment

A DMSO- Dimethyl sulfoxide (Rimso-50)
A FDA approved for bladder pain
A 15 minute instillations every 1-3 weeks,
8 week cycles
A Improvement in 3-4 weeks

A Hyaluronic acid, chondroitin sulfate
A ? Resiniferatoxin, botulinum toxin
A Flare ups: lignocaine/ NaHCO,



Oral treatment options (1)

A Pentosanpolysulfate, PPS 100 mg tds
AFDA approved for bladder pain
APain relief within 2-4 months
Almprovement in urgency 6 months
AGI disturbances, hair loss

A Pain modulators: amitryptiline, gabapentin,
pregabalin

A Opiates



Oral treatment options (2)

A Immunomodulation/antiinflammatory:
hydroxyzine (antihistamine), cimetidine,
cyclosporine A

A ?Antimuscarinics



Other therapies

A Acupuncture
A Thiele massage- transvaginal manual
therapy



Surgery

A ?Hydrodistenion: effect lasts around 2
weeks

A Bladder wall resection/ Laser fulgration

A Urinary diversion or bladder
augmentation



BPS/IC
related 1o the urinary bladder accompanied
mwuumuh«mmm
.
* Detailed history, ICS! Score
* Micturition chart S
Classic . . with hydrodistension .{
under anaesthesia, biopsy
— (ESSIC-type indication)

Noninvasive therapy

Inadequate Response —» * Oral agents, TENS -
* Complementary treatments

Mutimodal Pain Theracy  deieiedeivieCadafsasoniaiatnil

o Bt | ‘ wmwmocumiwm.
""" ‘ debiltating symptoms in
s.amp;.mmmmmﬂbn B oo Yo o g Inadequate Response -~ >, N'WV'm ulcerative disease /



Address the other pain generators!

A Pelvic floor physio/TENS
A Muscle relaxants
A Manage IBS

A Vulvodynia: local anaesthesia/antibiotic,
antifungal

A Fibromyalgia: amitryptiline, duloxetine

A Systemic pain: amitryptiline, gabapentin,
pregabalin



Conclusion

A BPS/IC: a pain syndrome

A Multiple pain generators

A Multidisciplinary approach to
management



Pelvic Organ Dysfunction In
Neurological Disease

A Symposium on the neurology, evaluation
and management of bladder, bowel and
sexual dysfunction in patients with
neurological disease

A June 30t and July 1st 2010

A Queen Square

A 10 CPD points



