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REALLT TWU DISORDERS AND MANY NAMES

INTERSTITIAL CYSTITIS/BLADDER PAIN SYNDROME HUNNER LESION DISEASE
C/BP (lassic interstitial cystitis

Paintul bladder syndrome Hunner lesion (disease, type interstitial cystitis)
Hypersensitive bladder Hunner's ulcer

Non-Hunner lesion interstitial cystitis unner cystitis

Urologic chronic pelvic pain syndrome unner patches

i Cimihams | el

cerative (interstitial) cystitis
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1308 Philip dyng Physic (Philadelphia) - inflammatory bladder condition with “ulcer” with symptoms similar to bladder calculus
A

1836 Joseph Parrish (Philadelphia) - Tic douloureux of the bladder, “a nervous affliction characterized by severe suffering”

1836 Louis Mercier (Paris, inventor of coude catheter) - Ulcus simplex vesicae destroying each layer of bladder wall
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| Samuel D Gross: “Interstitial or parenchymatous

‘ cystitis, mucous cystitis it superficia

18/6-13/3
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Alexander JC Skene: "IC, interstitial cystitis”

inflammatory process with ulcer
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"..a peculiar form of bladder ulceration
whose diagnosis depends ultimately on its resistance to
all ordinary forms of treatment” in patients with
frequency and bladder symptoms (spasms)."

Hunner, GL, Boston Medical and Surgical Journal, 172:660, 1917
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GLOMERULATIONS: 1747

IR Hand: “small, discrete, submucosal hemorrhages' and ‘dotlike bleeding points’

Walsh: 1778 in Campbell's Urology coined the term “glomerulations’




1978 SYMPTOMS & ENDOSCOPIC APPEARANCE DEFINITION

A

Messing and Stamey: Nonspecific and highly
subjective symptoms of around the clock frequency,
urgency, and pain somewhat relieved by voiding
when associated with glomerulations upon bladder
distention under anesthesia

Urology, 12:381, 1978




Abstract «

J Urol. 1987 Jan;137(1).35-8
Chronic interstitial cystitis: a heterogeneous syndrome.

Fall M, Johansson SL, Aldenborg F

mast cells, uniike those in the muscular coat, are susceptible to aldehyde fixation, and require special fixation and staining
echniques for proper demonstration. These cells were numerous in the epithelium and were recovered in bladder
wvashings, consistent with the finding that they have a migratory capacity. In nonulcerative interstitial cystitis all signs of
mast cell activation were absent, and the histopathological changes were few and fairly uncharacteristic. We also
sbserved some marked clinical differences between ulcerative and nonulcerative interstitial cystitis. These 2 conditions
appear to represent separate entities and should be avalualed separately in clinical studies
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J Urol. 1987 Jan;137(1):.35-8

Ch - -

- Hunner lesion disease should not be
Evaluated with non-Hunner disease

ot In clinical studies

~Nashi 3 of

staining

mast call activation were absent, and the histopathological changes were few and ‘-‘Er'l}.-' uncharactenstc, We also
abserved some marked clinical differences between ulcerative and nonulcerative interstitial cystitis. These 2 conditions
appear to represent separate entities and should be evalualed separately in clinical studies




U0 DEFINTHON E

An unpleasant sensation
be related to the urinary
tract symptoms of more ¢

Purely a symptomatic diagnosis of exclusion

0oll, SUEU, AUA - [C/BPS

pain, pressure, discomfort) perceived to
bladder, associated with lower urinary
han & weeks duration (6 months in

ESSIC), in the absence of infection or other identifiable causes

NO requirement Hunner lesion or glomerulation

Ml Essic

B |

American
Urol nglclnl
Association

INTERNATIONAL SOCIETY
FOR THE STUDY OF BPS ___J
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INICAL TRIALY HAVE PROVEN
VERY DIFFICULT [0 CARRYOUT AND

INTRPRET \
(1' o|ifferent Dx Criteria (Hunner's lesion, NIDDK

_ g criteria, symptoms r}nly???]
4 Y

*Propensity for temporary remissions in symptom
severity (112-501)
*Regression to the mean makes results look good
for many treatments
o)ifferent diseases?: PFD, Hunner's lesion, localized
pain syndrome, multifocal pain syndrome
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overactive bladder

overactive bladder wet

Inkerstitial cystitis/bladder pain syndrome
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Urge
g Urgency Frequency

| , | Bladder pain Hunner Lesion|
incontinence Nocturia

Overactive Bladder
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KEY: DIAGNOSIS IS ONE OF EXCLUSION IN PATIENTS WHO MEET THE DEFINITION.
THIS CAN MAKE WHAL CAN APPEAR COMPLEX RELATIVELY SIRAIGHI-FORWARD

% Confusable diseases as the cause of the symptoms must be excluded.

% Further documentation and classification of BPS might be performed according to
indings at cystoscopy and morphological findings in bladder biopsies.

< The presence of other organ SEmptr:}ms as well as cognitive, behavioral, emotional
and sexual symptoms, should be addressed x
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IC/BPS diagnosis of exclusion based on
symptoms and exclusion of confusable

disorders

HLD symptoms plus presence of Hunner
lesion




carcinoma
carcinoma in situ
infection with intestinal bacteria
infection with
Mycobacterium tuberculosis
Chlamydia trachomatis
Ureaplasma urealyticum
Mycoplasma hominis
Mycoplasma genitalis
Corynebacterium urealyticum
Candida species
Herpes simplex
Human Papilloma Virus
radiation cystitis
chemntherap}r-indl..f:ed cystitis
cyclophosphamide-induced cystitis
ketamine induced cystitis

CAll@0O

tiaprophenic acid induced cystitis

bladder neck obstruction

neurogenic outlet obstruction

bladder stone

lower ureteric stone

urethral diverticulum

urogenital prolaps

endometriosis

vaginal candidiasis

cervical, uterine and ovarian cancer

incomplete bladder emptying
(retention)

prostate cancer

benign prostatic obstruction

chronic bacterial prostatitis

chronic non-bacterial prostatitis

pudendal nerve entrapment




—DIABNOSTIC ST — :

Ooal to rule out common confusable conditions

pelvic floor dystunction
overactive bladder
intection

pudendal neuropathy

endometriosis

vulvodynia

boal to identify associated disorders




carcinoma

carcinoma in situ

infection with intestinal bacteria

infection with
Mycobacterium tuberculosis
Chlamydia trachomatis
Ureaplasma urealyticum
Mycoplasma hominis

Mycoplal

tiaprophenic acid induced cystitis
bladder neck obstruction
neurogenic outlet obstruction
bladder stone

lower ureteric stone

urethral diverticulum

Hb"'

& #
™ nmnfrlnsjr
LR L AR EE—E AL )

roaaganital nrolance
| § iEEe " T r'l L r'HH

D
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Candid

venes| diagnosis of exclusion

Human Fopmormayiras
radiation cystitis
chemotherapy-induced cystitis

cyclophosphamide-induced cystitis
ketamine induced cystitis

ing
ving

prostate cancer

benign prostatic obstruction
chronic bacterial prostatitis
chronic non-bacterial prostatitis
pudendal nerve entrapment




- IT TURNS 0UT ITS NOT QUITE S0 EASY

Myofascial pelvic pain can be primary or secondary to perceived bladder pain

Overactive bladder can be difficult to differentiate
» A subset of OAB patients have pain in and/or outside the pelvis

« Urodynamics may help in this situation

» Key history question: How would you feel if there were no toilet available

Pain vs fearf incontinence?

N
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PHENOTTPING IC/BPS




Nenet ype

Reqardless of what we call it or how we define it, phenotyping may hold the key to improving
treatment outcomes and facilitating research

The only clinically important phenatype in 2022 is the Hunner lesion, which defined the disease
100 years ago.

« There are only a few anecdotal examples of a non-Hunner lesion patient assuming this phenotype

« The patient population seems to be different than non-Hunner patients

k




Histological distinction between the subtypes with
and without Hunner lesions

IC/BPS IC/BPS
with Hunner lesions without Hunner lesions

Non-inflammatory disorder

Lesion Non-lesion
v f
-~ PR, ?*“51
b W > L S l
¢ Inflammation: Prominent . ¢ Inflammation: Scarce
¢ Epithelial denudation @ Preserved epithelium

€ Pancystitis Maeda D*, Akiyama Y* et al. PLoS One. 2015




Mean age at onset: 41-55 years

|
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Lower anatomic bladder capacity
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Mean age at onset: J0-42 years
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Larger anatomic bladder capacity

Doiron et al., J Urol 2016
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Changing Landscape




6™ International Consultation an
Incontinence

Recommendations of the
International Scientific
Commities:

EVALUATION AND TREATMENT
OF URINARY INCONTINENCE,
PELVIC DRGAN PROLAPSE
AND FAECAL INCONTINENCE
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Badder Pain
Fyndrome
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Iherelgia) Lyelits ag a
distinct diseasa; circa
1915 and Hunner

“We believe HL IC is a distinct
disease and therapy should
focus on the bladder”




Hypersensitive bladder symptoms (bladader pain/frequency) ‘

.
Assessment *
"
i — C/IBPS likely
Not :
improved Cystoscopy |
33 : :
% < Hunner lesions + Hunner lesions -k
= .
(7]
= g 1 1
i | - -
= I fulguration/distension | ‘ (distension) ‘
I B .

Not improved

‘ ‘ Not improved

|

Re- or co-treatment, instillation, cystectomy, others
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HOW COMMON 13
HUNNER DISEASE
REALLY 1

MOLDWIN.
867/ 408

Year | Author HL Prevalence/ Total No. IC/BPS patients
' 1949 | Hand 13% /223
I 19872 | Holm-Bentzen, et al 3.5%/1 15
| 1987 | Parsons and Mulholland 28%T5

1993 | Koziol, et al 2097374
' 1996 | Koziol, et al 19.6%/565
' 1997 | Nigro, et al® 11.3%/113
' 1997 | Simon, et al* 10.5%/190
I 1997 | Messing, et al® 11.3%/150
| 2001 | Forrest, ctal ** 107%/52
| 2002 | Pecker and hnH 56%231
I 2004 | Forrest and Schrde®** 10%w92

2008 | Braunstein, et al 3957223
12011 | Peters, etal 17%214
12013 | Logadottir, et al 55%0/393
12013 | Killinger,etal |  17%214
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R [(/BPS. WHAT ARE WE TALKING
(= ABDUT?
B\ A HOLE IN THE JAGE HALD
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End of slide show, click to exit.
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|C/BPS: The algorithm of
freatments
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|IC/BPS: The algorithm of
freatments




|C/BPS: The algorithm of
frearments
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|C/BPS: The algorithm of
fTrearments
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Natural history of IC/BPS is critical in

understanding therapy choices

= Up to 50% patients improve regardless of
treatment or follow up

= Symptom duration generally not associated
with symptom severity

= Symptom duration not associated with risk for
mental health comorbidity

= Symptom duration not associated with nsk for
overlapping pain comorbidities

» Catastrophizing increases morbidity

Allnire:LAm | Obstet Gynecol 218:114¢1-12, 2018
Rodogees: Urplogy 2019 Febo124:14-232

Yeh: Meorourol Urndyn, 2019 Sep38(T):1985-1993.

Croavisto:Ann Chie Grynaecol 1972 Penn 642, 75-T7.







B Given natural history, consider an initial
conservative tfreatment approach




Effect of Comestibles

« statistical analysis of developed short form questionnaire
._ « abbreviated list including 35 most problematic comestibles

|
\ « high internal consistency («¢=0.96), high reliability

APPENDIX 2

B Food




Conservative suggestions
based purely on
anecdotal experience

= Management of fluid intake

= Dietary avoidance of YOUR
food/beverage”symptom triggers”

= (Consider over the counter sucrose /
Calcium carbonate (TUMS)

/= Consider over the counter calcium
: glycerophosphate (PRELIEF)

Drug Free « No Drug side Effects

Prelief

educes wto 95%of Acid

EXTRATE(N
96 St
Caplets

Dietary Supplement




Katske: 2001 Tech Urol
7:1, 44-46

=Quercetin, a plant pigment is a
| potent antioxidant flavonoid and more
\ specifically a flavonol, found mostly in

onions, grapes, berries, cherries,

broccoli, and citrus fruits. It is a versatile

aptioxidant known to possess protective

Jabilities against tissue injury induced by
/ various drug toxicities.

= 500mg once or twice daily

:&EHCETI:
120 Ny &
“

Quercetin




o LARE AVENLL
- g i

Micronized
Palmitoylethanolamide

-Polydatin: OTC PEA Protective role in a rat 400mg m-PEA plus
model of 40mg polydatin twice
cyclophosphamide daily for three months,
cystitis then daily for 3 months

Open label study of 32

i patients reduced
‘..;'_. . pain, OLS, PUF scores
S LIFE | and vurinary frequency
. ancg,bladder capacit
wsearo [ POlydatin 98% X pacity

L |

Resveratrol analogue

~Better than resverairol

\ ' ; |
\ Pessina, ] Urol193:1401-8, 2015 Cervigni, NeuroUrol Urodyn, Nov 2019




AT ANY POINT IN THE TREATMENT
ALGORITHM, WHERE INDICATED,
CONSIDER INTERVENTION FOR PAIN

§

neuropathics
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pregabalin

-

Evalustion f

o ) e
=

Frovocation or Palliation
iuality or Quantity
Region or Radiation
yeverity

Himing

\ Samarinas 2021

008
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Use of Narcoftics

Chronic opioids are best
considered in patients not
responsive to nhonopioid
analgesics or standard
therapies.

« Consult a pain management
expert and move this portion of
care o a pain clinic where
available that will be responsible
foyall prescribed analgesics and
¢an institute a pain contract with

atient.

» / Educate patients and their
" families on the use of rescue
medication in the event of
overdose and have such A
medicmimns available




Guideline Statements:
First-Line Treatments

= STANDARD: Manual Physical Therapy if appropriately trained
clinicians are available

= Maneuvers that resolve pelvic, abdominal and/or hip muscular
frigger points and connective tissue restrictions; avoid pelvic
floor strengthening exercises

= Thiele's massage is a particular method of massage to the
posterior pelvic floor muscles including the coccygeus. ... The
finger is then moved laterally, in contact with the soft tissues of
the coccygeus, levator ani, and gluteus maximus muscles. The
finger is moved with moderate pressure

5
Fitzgerald MP, Payne CK, Lukacz ES et al:
J Urol 2012; 187: 2113




Publication May 2022

International Consultation
on Incontinence

Interstitial cystitis/bladder
pain syndrome committee

P Hanno (USA), M Cervigni
(Italy), MS Choo (Korea), JQ
Clemens (USA), MH Lee
(Taiwan), S Malde (UK), J
Meijlink (Netherlands), M
Samarinas (Greece), T Ueda
(Japan), D Gold (Austria)

Algorithm for Diagnosis
IC/BPS and HLD symptom

complex: 2022 International
Consultation on

Incontinence.

Early cystoscopy is
recommended to

differentiate IC/BPS
syndrome from HLD.

s



Diagnosis: Interstitial Cystitis/ Bladder Pain Syndrome (IC/BPS), Hunner Lesion Disease (HLD)

Chronic pain, pressure or discomfort perceived | Incontinence
: to be related to the bladder with at least one Associated signs/symptoms present Urinary infection
SYMPTOMS other associated urinary symptom with no Hematuria
- apparent etiology ] Gynecologic signs/symptoms

- 1  Hunner Lesion
* Symptom survey (i.e. O'leary Sant/BPIC-55) Lesion Algorithm Consider:

ASSESSMENT » Bladder diary or frequency/volume chart i
d : Urinary Infection i EYNOnEY
. Fn-::us:-.d phvslr:ai exam . Further imaging
* Urinalysis, culture - Reassess Endoscopy
* Office cystoscopy _ ‘*"# Urodynamics

Consistent with Laparoscopy
IC/BPS Bladder biopsy

Abnormal

Treat as Indicated

-

Lgure ¥YX: Alz=cithre gy D w5 1G/BPS and HLD symptom complex: 2022 international Consultation on Incontingnos.
@'ﬁ,- amz e r@f to differentiote IC/BPS syndrome from HLD




Treatment: Interstitial Cystitis/ Bladder Pain Syndrome (IC/BPS)

Patient education
Stress reduction
Dietary manipulation

1°T LINE RX Non-prescription analgesics
Pelvic floor relaxation
Pelvic floor physical therapy
Consult if associated disease

i ' Persistent symptoms
Consider oral therapies
2"° LINE TREATMENT Consider intravesical therapies
(no hierarchy implied) Consider cystoscopy with hydrodistention under anesthesia. If Hunner Lesion

refer to Hunner Lesion Algorithm (10% missed on local cystoscopy)
‘ Persistent symptoms

3RC LINE TREATMENT Sacral Nerve stimulation
(no hierarchy implied) Intra-mural botulinum toxin

Consider investigational treatment trials

+ Persistent symptoms

e Improved with acceptable
4™ LINE Consider: quality of life:

Diversion with or without cystectomy
FREATMER Substitution cystoplasty . R e

# Fa;l'n':lﬁanagemﬂ ntisa ;.rr.irnari.' :dﬂﬁ:laﬂ';ﬂil'ﬁﬂ:ﬂ.i—"-‘;ﬂ'r‘f :;.I',Ep aof the .:'tiﬂl'_'lr'l.”";l'l.'l :
+=  Patlent enroliment in an appropriate research trial is a reasonable option 3t any point
=  Consultation with o provider experienced in treating IC/BPS and Hunner lesion disease should be considered,

_Only DMSO gnd pentosan polysulfote are opproved by FDA for IC/BPS indicotion_







Hunner Lesion Disease

Mo berefit

S Symptom relief

Bladder distention under sedation to 60-80 cm water
pressure for 2-5 minutes followed by extensive
fulguration or resection of Hunner lesion(s)

Binpsv (?), with bladder partly dlstende:! priur to

symptom relief
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Worsening symploms
tachyphylaxis
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