INTERNATIONAL SURVEY ON INTERSTITIAL CYSTITIS

NAGENDRA MISHRA, JANE MEIJLINK

From Kidney and Urology hospital, Ahmedabad, INDIA and International Interstitial Cystitis Patient Network, Rotterdam. NETHERLANDS.

ABSTRACT

Purpose: Interstitial cystitis (IC) is a controversial disease. It has as yet no internationally accepted definition and the criteria for its diagnosis are not clearly defined. Through this survey, we present the wide diversity in the understanding and clinical practice of IC around the world.

Materials and Methods: Between August 2002 and December 2002, many clinicians and researchers throughout the world were approached personally at conferences, via email and through websites with a questionnaire containing 24 questions related to IC.

Results A total of 141 completed questionnaires were received. These comprised responses from around the world covering 32 countries. 48 respondents saw more than 24 patients, while 64 saw between 4 and 24 patients and 29 examined fewer than 4 patients per year. There is striking difference of opinion to be seen in the survey responses for each and every aspect of the disease. The maximum difference was evident in the answer to the question as whether IC and chronic abacterial prostatitis are the same disease, with 64 respondents saying yes and 72 saying no and 5 not responding.

Conclusions: The analysis proved beyond doubt that there is no consensus among researchers worldwide on various aspects of the disease. Not one single aspect of the disease received an identical response from the researchers. It also proved beyond doubt that IC is a global disease and that there is an urgent need to define the disease and its diagnostic criteria.

KEY WORDS: interstitial cystitis, questionnaire, international.

Interstitial cystitis (IC) is a chronic, inflammatory disorder of the urinary bladder characterized by variable degrees of urinary urgency, frequency and bladder pain.1 IC is a neglected chronic debilitating disease. Though first recognized as a pathological entity in 1887, it remained a largely unaccepted disease for 100 years. Physicians did not believe that such a condition existed and patients were consequently shunted from one consultant to another. The biggest problem with this disease is that although the patient suffers severely from it, there are no symptoms, signs or investigations that are diagnostic for IC. To complicate the matter still further, there is no clue to its etiology,2 its pathology is unknown3 and no treatment has been found to cure the disease.4 IC has baffled the scientists and every effort to find a solution has only complicated our understanding of it.

In  1987, the NIDDK formed a consensus definition of IC. The criteria were revised in 1988. The NIDDK established guidelines specifically for research purposes and these guidelines have remained the de facto definition for interstitial cystitis to the present day (table 1).1The aim of drawing up these guidelines was to have an international standard to enable a comparison of patients in different geographical areas. Today, some 15 years after these research guidelines were first drawn up, the original aim has not been fulfilled. The guideline has not served its purpose since it was basically a concept of exclusions and not based on evidence. Very few patients with interstitial cystitis fulfilled the criteria and for every patient diagnosed with IC, many remained undiagnosed. Hanno et al. proved this point by analyzing patients who were enrolled in the multicenter Interstitial Cystitis Database (ICDB) study.5
TABLE-1

Criteria for diagnosis of interstitial cystitis
	Automatic exclusions:
< 18 yrs old
Benign or malignant bladder tumors
Radiation cystitis
Tuberculous cystitis
Bacterial cystitis
Vaginitis
Cyclophosphamide cystitis
Symptomatic urethral diverticulum
Uterine, cervical, vaginal or urethral Ca
Active herpes
Bladder or lower ureteral calculi
Waking frequency <5 times in 12 hrs.
Nocturia <2 times
Symptoms relieved by antibiotics, urinary antiseptics, urinary analgesics (for example  phenazopyridine hydrochloride)
Duration <12 mos.
Involuntary bladder contractions (urodynamics)
Capacity >400 cc, absence of sensory urgency
Automatic inclusions:
  Hunner’s ulcer
Pos. factors :
  Pain on bladder filling relieved by emptying
  Pain (suprapubic, pelvic, urethral, vaginal or perineal)
  Glomerulations on endoscopy
  Decreased compliance on cystometrogram



Bladder distension is defined arbitrarily as 80 cm water pressure for 1 minute. 
Two positive factors are necessary for inclusion in the study population. Substratification at the conclusion of the study by bladder capacity with the patient under anesthesia was less than and greater than 350 cc.
With an increase in knowledge about the disease and the endeavors of patient support organizations such as the ICA and IICPN, by 2002 it became evident that there is an urgent need to define the disease. With many international researchers now coming into contact with each other, it has become clear that IC is a global disease and is found throughout the world. We undertook this international survey for the purpose of evaluating current practice of IC around the world and to increase awareness of this complex disease.

MATERIAL AND METHODS

The questionnaire (see appendix) was framed on the basis of common concepts relating to IC. There are 24 questions. 17 questions had only two options: yes or no. Question 9 was specifically asked to discover the number of IC patients seen by the responders. Question 14 was included to find out what type of anesthesia was used during cystoscopy and had 4 options.  Questions 12 and 15 are very basic questions and were intended to find out the very basic aspect concerning the involvement of the organ/organs and the concept of IC as a disease or a syndrome. An attempt was made to make the questionnaire simple to answer but not necessarily easy to do so. By not including options such as either of the above or neither of the above, an attempt was made to commit the researchers to selecting the one solution  which he/she thought most applicable. There was space for comments and number of responders added qualifying comments, not only in the comments column but also next to some of the questions (particularly those which came by fax).
The questionnaire was sent to as many physicians, researchers and support group organizers as possible by email. It was also distributed personally at conferences and was placed on the websites of the IICPN and the ICA.  The completed questionnaire was returned to the authors either by mail, fax or post. The answers were fed into specially designed soft ware and the data were analyzed.

A total of 141 responders returned the questionnaire. The responders represented all the continents and all professions related to IC. Most responders are urologists. The category ‘others’ represents neurologists, internists, nurse researchers and IC support group organizers. Europe led the continents with 59 responders (FIG. 1).


[image: image1.wmf]CONTINENT WISE LIST

SOUTH 

AMERICA

4%

ASIA

9%

EUROPE

42%

AFRICA

1%

AUSTRALI

A

9%

NORTH 

AMERICA

35%



[image: image2.wmf]PROFESSION OF RESPONDERS

UROLOGI

ST

79%

GYNAECO

LOGIST

5%

UROGYNA

ECOLOGI

ST

7%

OTHERS

9%


FIG. 1. DEMOGRAPHICS OF THE RESPONDERS. 

RESULTS

The answers to the questionnaire are tabulated in table 2 and table 3.Table 2 contains those questions where the answer is an option other than yes and no. The numerical value following the options in the bracket is the number of responders who chose for that option. NR means no response and signifies that the responders did not choose any of the options given in the questionnaire for that question. Table 3 contains the questions where the answer is either yes or no.  To adjust to the row and column size, the questions have been abbreviated, but they convey the same meaning.

TABLE 2

	No
	Question
	Option1 
	Option 2
	Option3
	Option 4 
	Option 5

	1
	Most important symptom
	Frequency (26)
	Pain (102)
	Urgency (10)
	
	NR (3)

	2
	Minimum duration of symptom
	One month (22)
	Two months (11)
	Three months (105)
	
	NR (3)

	9 
	Patients seen in one year
	Less than 4 (29)
	Between 4 and 24 (64)
	More than 24 (48)
	
	

	12
	The term IC represents
	One disease only (43)
	Many similar diseases (95)
	
	
	NR (3)



	14
	You perform cystoscopy under
	General anesthesia (81)
	Regional anesthesia (15)
	Local anesthesia with sedation (19)
	No anesthesia (19)
	NR (7)

	15
	IC
	May involve other pelvic organs (85)
	Is limited to bladder only (55)
	
	
	NR (1)

	18
	After suspecting IC the patient
	Should undergo minimum investigations (126)
	Should be treated empirically (15)
	
	
	


TABLE 3

	NO.
	QUESTION
	YES 
	NO
	NR



	3
	Neurourodynamic testing necessary
	54
	86
	1

	4
	Highly under-diagnosed condition
	103
	38
	0

	5
	Cystoscopy essential for diagnosis and management
	117
	24
	0

	6
	HD under anesthesia has effective therapeutic value
	99
	42
	0

	7
	IC exists in two forms: ulcerative and non ulcerative
	109
	32
	0

	8
	Bladder biopsy has a role in diagnosis of IC
	90
	50
	1

	10
	IC and chronic abacterial prostatitis are same disease
	64
	72
	5

	11
	Need to change and expand the definition of IC
	107
	33
	1

	13
	Glomerulations typical of IC
	105
	34
	2

	16
	Patients without nocturia can have IC
	91
	49
	1

	17
	Patients with normal frequency but with pain and urgency can have IC
	120
	21
	0

	19
	Pain also means pressure, burning and unpleasant sensation 
	121
	20
	0

	20
	Routinely perform potassium sensitivity test
	21
	118
	2

	21
	Seen a patient under the age of 18 suffering from IC
	59
	82
	0

	22
	Use symptom score in all your patients
	45
	94
	2

	23
	Believe that systemic IC exists
	56
	81
	4

	24
	IC should have same criteria for research and clinical use
	105
	33
	3


QUESTION 1:This question was related to the symptoms of interstitial cystitis and included three options: frequency, pain and urgency. Pain was mentioned as the most important symptom by 102 responders while 26 gave frequency as the main symptom. Only 10 considered urgency to be most important. 3 responders were non-committal.

QUESTION 2: The second question concerned the minimum duration of symptoms after which the patient should be investigated for IC. Only three options were given here: one month, two months or three months. This was substantially less than the period of nine months currently being considered. In the space provided for comments at the end of the questionnaire, a few responders mentioned a longer period of time. 105 opted for three months, 11 for two months and 22 for a period of one month. 3 did not respond.

QUESTION 3: The role of neurourodynamics is very controversial in IC. 54 responders felt that neurourodynamics testing was necessary for the diagnosis of IC, while 86 felt it to be unnecessary. 1 responder failed to opt for either yes or no.

QUESTION 4:  Our aim here was to find out whether IC was considered to be under-diagnosed. It is widely believed that due to a lack of awareness of the disease amongst physicians and patients, the correct diagnosis of IC may be being missed. 103 responders felt that that it was indeed being under-diagnosed, while 38 believed that the diagnosis was being adequately made. On further analysis, it was found that of these 38 who considered that IC was being adequately diagnosed, 23 nevertheless felt a need to change and expand the definition of IC. Similarly, 19 of the 103 responders who felt that IC is being under-diagnosed did not feel any need to change and expand the definition of IC.

QUESTION 5: 117 responders believe cystoscopy to be essential for the diagnosis and management of IC. Only 24 felt it to be unnecessary. Further analysis showed that only 81 of these 117 responders who opted for cystoscopy also felt that hydrodistension under anesthesia has effective therapeutic value, while 85 thought that bladder biopsy has a role in the diagnosis of IC. It was surprising to find that of the 24 responders who did not believe cystoscopy to be essential for diagnosis and management, 18 believed that hydrodistension under anesthesia has effective therapeutic value while only 5 of the 24 considered bladder biopsy to be essential for diagnosis.

QUESTION 6:This question was aimed at finding out the responders’ views on the importance of hydrodistension under anesthesia. 99 of the responses believed that it has therapeutic value. Some of these 99 thought it to be of limited therapeutic value. The term limited referred to duration of time. 42 did not feel that it has effective therapeutic value.

QUESTION 7:109 were of the opinion that IC exists in two forms, while 32 disagreed. The two forms related to ulcerative and non-ulcerative forms.

QUESTION 8: This question was little bit unclear in the sense that the question concerned a role in the diagnosis of IC. It was not made clear whether the purpose of biopsy was to diagnose IC or exclude other diseases. In any case, 90 responders felt that bladder biopsy has a role in the diagnosis of IC, 50 were of the opinion that it has no role while one was non-committal.

QUESTION 9:The group which responded was a good group since 48 responders saw more than 24 cases per year, 64 saw between 4 and 24 patients while 29 responders saw fewer than 4 patients per year. The response to this question emphasizes the significance of the results of this survey since the opinions expressed are mainly those of physicians and researchers working with larger numbers of IC patients.

QUESTION 10:This was a question that produced the maximum difference of opinion. 64 responders believed that IC and chronic abacterial prostatitis are clinically the same disease, 72 were of the opinion that this was not the case and 5 were non-committal. This was also the question where a maximum number (5) of persons did not respond. There was minimum consensus on this issue  out of all the questions.

QUESTION 11:107 responders felt that there is a need to change and expand the definition of IC whereas 33 did not consider this to be necessary. One abstained.

QUESTION 12: This was a very basic question. Our purpose here was to discover whether physicians and researchers around the world are clear about the status of IC or not. The results were striking with 43 saying that IC is one disease only, whereas 95 considered that it is not one disease but a syndrome of many diseases.3 did not tick any option.

QUESTION 13: Glomerulations have historically been associated with IC but are also currently controversial. In this survey, 105 researchers agreed with the notion that glomerulations are typical of IC if certain diseases are excluded. 34 believed this not to be the case and 2 abstained. The exclusions were acute urinary tract infection, radiation cystitis, tuberculous cystitis, eosinophilic cystitis, chemical cystitis, carcinoma in situ and instrumentation in the urinary tract.

QUESTION 14: 81 responders performed cystoscopy under general anesthesia, 15 under regional anesthesia, 19 under local anesthesia with sedation, while 19 performed it without anesthesia.  7 responders either did not carry out cystoscopy or did it some other way.

QUESTION 15:This was again a very basic question and it is striking to observe that there is no consensus regarding the organ of origin of the disease. 85 believed that IC might involve other pelvic organs along with the urinary bladder, whereas 55 thought that it is limited to the bladder only. One responder did not tick either option.

QUESTION 16: Nocturia < 2 times was listed as a automatic exclusion in the NIADDK 1987 guidelines. 91 responders did not consider nocturia to be essential for the diagnosis of IC whereas 49 considered it to be a necessary factor. One failed to vote either way.

QUESTION 17: Frequency of urination, while awake, of less that 5 times a day was also one of the original NIDDK exclusion criteria. This was later revised to 8 in 1988. 120 responders considered that patients with normal frequency but with pain and urgency could have IC, with 21 saying otherwise.

QUESTION 18: 126 responders believed that patients should undergo minimum investigations before being treated. 15 responders wanted to treat patients empirically with drugs straightaway. Most of these 15 meant by this that patients should at least be prescribed something to relieve the pain immediately.

QUESTION 19: Pain can represent many different sensations. 121 agreed with the statement that pain also represents pressure, burning and unpleasant sensations that may or may not be relieved with micturition, while 20 were rigidly of the opinion that pain means only pain.

QUESTION 20: The potassium sensitivity  test is not performed by 118 responders while 21 carry it out regularly. 2 responders were apparently not aware of the test.

 QUESTION 21: 51 of the physicians had seen a patient under the age of 18 while 82 claimed that they had not seen juveniles with IC. 

QUESTION 22: A symptom score is evidently not popular amongst the scientists.45 regularly subjected their patients to scoring while 94 did not make use of this method. 

QUESTION 23:  A major question today is whether IC is limited to the human pelvis only or whether it has a subtype that involves other systems of the body too, including the pelvis. This entity is known as systemic IC. The results showed that 81 believed that systemic IC exists while 56 did not and 4 failed to respond. From the comments made by responders, it seems that many may have interpreted this question too literally as meaning IC extending from the bladder into other parts of the body. Some responders commented that they did not believe IC to be systemic, but that it could be associated with a systemic autoimmune disease where there may be involvement of the bladder in some patients.

QUESTION 24: Establishing research criteria without separate clinical criteria is very controversial. The question was aimed at discovering whether there is a need to have two sets of criteria in an already controversial disease. 105 responders want only one set of criteria for research and clinical guidelines while 33 wanted different criteria. 3 did not vote either way.

DIFFERENCE OF OPINION AMONGST GROUP OF RESPONDERS BASED ON QUANTUM OF PATIENTS TREATED BY THEM: The responders were divided in two groups: one group treating less than 4 patients in one year and another group where responders treated more than 24 patients per year. The first group consisted of physicians who occasionally saw IC patients and the second group of those who regularly saw IC patients and had considerable interest in IC.

TABLE 4 illustrates the questions where there is difference of opinion of more than 25% amongst the responders who see more than 24 patients per year and those who see less than 4 patients per year.  All the values are in percentages. The number in column one denotes the question number as written in the questionnaire. In question 12, no means that the term IC represents many diseases. In question15, no means that IC is limited to the bladder only.  A closer look at the analysis shows that as their experience increases physician feel that neurourodynamic testing is less necessary, cystoscopy may not be essential, chronic prostatitis and IC may be a similar disease, IC represents many diseases and that IC may involve the pelvic organs along with the bladder. Physicians who see more IC patients have seen IC patients under the age of 18, nearly half of them use a symptom score, believe that systemic IC exists and there should be one criteria for clinical and research use.

TABLE 4

	NO.
	QUESTION
	MORE THAN 24 PATIENTS PER YEAR
	LESS THAN 4 PATIENTS PER YEAR

	
	
	YES 
	NO
	YES 
	NO

	3
	NEUROURODYNAMIC TESTING NECESSARY
	21
	79
	52
	48

	5 
	CYSTOSCOPY ESSENTIAL 
	65
	35
	93
	07

	10
	IC AND CHRONIC ABACTERIAL PROSTATITS SAME DISEASE
	62
	33
	24
	72

	12
	IC REPRESENTS ONE DISEASE ONLY
	21
	77
	48
	52

	15
	MAY INVOLVE OTHER PELVIC ORGANS ALONG WITH BLADDER
	75
	25
	48
	52

	21
	SEEN PATIENTS UNDER THE AGE OF 18
	83
	17
	14
	86

	22
	USE SYMPTOM SCORE IN ALL PATIENTS
	46
	52
	21
	79

	23
	SYSTEMIC IC EXISTS
	54
	46
	17
	79

	24
	SAME CRITERIA FOR RESEARCH AND CLINICAL USE
	56
	44
	90
	10


NOTE:The numerical  values in column 3,4,5,6 are in percentage.

DISCUSSION

Interstitial cystitis is one of the most controversial diseases around. Physicians do not even agree whether it actually exists, what they may agree on is that it is difficult to diagnose and if diagnosed that it is difficult to prove and, if proven, that it is difficult to treat. The disease is unique in the sense that although IC patients are numerous there is no internationally accepted definition and standard criteria do not exist. In 1987, NIDDK criteria were issued for research purposes and they served as a de facto definition since no clinical guidelines were available. 

It soon became apparent, however, that these guidelines were inadequate and that they conceal more than they reveal. It has been estimated that if the guidelines are strictly followed, around 60% of patients will fail to be diagnosed. One of the authors (NM), who has been associated with this disease for the past 10 years, has observed that although every article on IC refers to NIDDK criteria, the concept behind the presentations is always different. It seems as though the only certainty about this disease is that nothing is certain. We always felt that there was a need to redefine and expand the definition of IC.

The symptoms of IC patients are by no means uniform. These symptoms are related to urological , gynaecological, gastrointestinal and pelvic floor organs. They may originate from the bladder, urethra, prostate, vagina, uterus, rectum and pelvic floor muscles.6 In addition to this, in some patients a systemic or generalized disease may affect any part of the body, including the symptoms of IC in the bladder. Studies have been carried out into the possible relationship between IC and systemic autoimmune diseases such as SLE ("Lupus cystitis"), Sjögren's syndrome etc.7, 8 

Some IC patients have symptoms of pain, urgency and frequency,some may experience pain as their main symptom with minimum frequency and urgency, while other patients may complain of only frequency and urgency. Absence of nocturia has been considered to be an exclusion criterium in NIDDK guidelines, but many IC patients may in fact have no nocturia. In other words, patients can have a variety of different symptom combinations. In this study, 102 out of 141 responders felt pain to be the most important symptom of IC, while 91 thought nocturia not to be essential for the diagnosis of IC. 120 responders were of the opinion that patients with normal frequency but with pain and urgency can also have IC. This indicates that IC patients can present with a wide range of different permutations and combinations of symptoms. 

The sensation of pain is defined differently by different patients. Some of the patients will talk of pain, some will speak of burning and some will say they feel discomfort. These symptoms may or may not be relieved by micturition. 121 responders to the survey agreed with the broader definition of pain, while 20 did not. It is very disappointing to note that the NIDDK criteria do not make any reference to the different types of pain or its severity.9
Taking a look at the severity of symptoms and the suffering of the patients in the survey, it is not understood why we should wait for 9-12 months to diagnose IC. If investigations can be carried out in a week, then why not diagnose it after a week. If there is no need for investigations, then it should be diagnosed on the first clinical visit. In this survey, 105 responders felt that the minimum duration of symptoms should be 3 months. It is possible that had there been a longer option some may have opted for that. An important point is that 22 and 11 responders felt a need to have one and two months as the maximum duration of symptoms before the diagnosis of IC should be entertained. This very significant point should be borne in mind when the criteria for the disease are drawn up in the future. We recommend that the minimum duration should be the time limit in which the diagnostic tests can easily be finished. This will go a long way towards decreasing the suffering of IC patients.

Any article written on IC will list numerous investigations, but none will mention the minimum investigations needed or their significance. IC is currently diagnosed on the basis of clinical features. The recommended tests include urinalysis, urine culture, cytology, urodynamics and cystoscopy under anesthesia with bladder distension.2 The survey findings on diagnostic aspects are particularly interesting. Urodynamics are considered essential by only 54 of 141 responders, while 117 feel cystoscopy to be necessary. 99 agree that hydrodistension under anesthesia has effective therapeutic value, with 90 believing that bladder biopsy makes a significant contribution to the diagnosis. It is important to note that 126 responders feel that there is a need to define a minimum set of investigations before the disease should be treated.

Glomerulations have long been considered the hallmark of IC.2 If certain conditions are excluded, the presence of glomerulations will point to a diagnosis of IC. However, many IC patients will not have glomerulations on cystoscopy and hydrodistension.10 Glomerulations have also been found in normal women undergoing tubal ligation.11 Although the term glomerulations is associated with IC, there is no correlation between them and the degree of histological inflammation13 and symptoms14. In this survey, 105 responders felt that glomerulations are characteristic of IC in the absence of acute urinary tract infection, radiation cystitis, carcinoma in situ and instrumentation in the urinary tract. 34 believed them not to be characteristic, while 2 were uncertain. 

In the ICDB study it was demonstrated that the disease is under-diagnosed. In the present survey 104 responders were of the opinion that IC is under-diagnosed, while 38 felt that this disease is not under-diagnosed. It is generally believed that IC should be suspected in bacterial cystitis patients who do not respond to antibiotic therapy.12 Patients with OAB who do not respond to anticholinergics should also be suspected of having IC.12  Furthermore, there is every chance that patients with chronic abacterial prostatitis may also be suffering from IC. A cystoscopic appearance of IC was found in 70% of men with symptoms of nonbacterial prostatitis and prostatodynia when scoped under anaesthesia.15 In response to a question as to whether responders felt that IC and chronic abacterial prostatitis are clinically same disease, the answer was yes by 64 and no by 72. 5 abstained from answering. This was a question where there was maximum disagreement in the survey. Although the symptoms of both conditions are the same, it is clear that researchers all over the world think differently.

If the disease is under-diagnosed, there is a need to change and expand the definition of IC. This concept is very well supported in the survey with 107 in agreement. Nevertheless there are still 33 who oppose this concept and one person who is unsure either way. Such concerns have been raised by others too. 16,17  It is believed that until the cause(s) of and the risk factors for IC are known, a more inclusive definition of this symptom complex may be appropriate to allow a more accurate assessment of its prevalence in the general population. One of the authors (JM) recently expressed concern in correspondence that IC is grossly under-diagnosed in Europe because outdated criteria are applied for the diagnosis.18

It is difficult to believe that we are dealing with a disease where we are not sure of the organ where the symptoms originate. Nor are we confident that IC is a disease or whether it may be a syndrome. In this survey, 43 out of 141 responders felt that IC is one disease while 95 felt that IC is a syndrome. 3 did not respond and preferred to steer clear of this controversial issue. The response to a similar question about different organ involvement in the disease is also interesting. There is again a big difference of opinion as 85 believed that IC may involve pelvic organs along with the bladder, 55 believing that IC is limited to the bladder only, while 1 was doubtful about the whole issue of organ involvement.  

 At a recent meeting of BAUS (2000) it was proposed that the term "painful bladder syndrome" might be more appropriate.17But again there are conflicting views on this issue too. Painful bladder syndrome may be a different entity to IC or it may be the same entity but with different grade of severity. The pain may stem from the bladder or from the different organs of the pelvis. In some patients, the pain is mediated by more centralized pain mechanisms in the spinal cord. In such patients the entire pelvis is painful and the symptoms worsen with urination and sexual intercourse. It is difficult to determine whether the pain is coming from bladder or not, as even removal of the bladder in some IC patients failed to lead to resolution of pain.19  Some IC patients appear to present with more than one pain syndrome in the urogenital region.

Though the disease has not been defined, it has two subtypes: ulcerative (Hunner's ulcer) and non-ulcerative types. Ulcerative or classic IC is considered to be a rare type accounting for 5-10% of cases.20 It is claimed that the two subtypes differ in clinical presentation, age distribution, histopathological and immunological findings and response to treatment.20,21,22  In this survey, 109 persons believed that IC exists in 2 forms while 32 do not wish to divide it into two groups.

The potassium sensitivity test was introduced in 1994.23 This test has been shown to be positive in 75% of patients with IC and is also positive in patients with detrusor instability, radiation cystitis and bacterial cystitis. The potassium sensitivity test was not very popular with the responders as only 21 performed routinely whereas 118 did not make use of it routinely. 2 responders did not respond.

Patients under the age of 18 years were automatic exclusions in the 1987 NIDDK research criteria. The diagnosis of IC in children is controversial. 25% of IC patients report that they had chronic urinary tract problems in childhood.24 Children do indeed present with dysfunctional voiding. There is no theoretical reason why IC cannot exist in children. When we asked the responders whether they had seen a patient younger than 18 years suffering from IC, only 59 had seen younger patients while 82 had no experience of this group of patients. When we compared this group with the experience of the responders in terms of the number of patients seen per year, it was found that of those who see less than 4 IC patients per year, only 14% had seen IC in a child whereas 83% of researchers who see more than 24 patients per year had examined a patient with IC who was under the age of 18 years. It demonstrates that with increased experience you are likely to suspect IC more frequently.

Only 45 of the responders use a symptom score in all their patients. This indicates that the symptom score is not very popular in the IC world. Even in this category, researchers with more experience use a symptom score more frequently than those with less experience (46% versus 21%). 

IC may form part of another disease in the body, systemic IC. The question on systemic IC also turned out to be very controversial: 81 responders believed that systemic IC exists versus 56 who did not believe in its existence. Some of the responders were not aware of such an entity. We feel that this aspect of IC has remained neglected and that more work and effort is needed in this respect since many disorders such as allergies, Sjögren's syndrome, SLE, fibromyalgia, migraine, IBS, thyroid disorders, etc. are found more commonly in the IC population than in the general population.

One of the biggest controversies concerns research and clinical criteria. It is believed by some that research criteria should be strict while clinical criteria should be more fluid. In this survey, the majority of researchers supported the concept of single criteria for the disease: 105 were in favor of single criteria for the disease while 33 favor different sets of criteria for the disease. One of the authors (NM) favors a single set of criteria while the second author (JM) would prefer one set of criteria for research and a set of more flexible guidelines for clinical diagnosis. Obviously it would be better and more practical to have one rather than two sets of criteria and have this serve both for diagnosis in the individual patient as well as classification for clinical and epidemiologic studies.25 

As shown by the table 4, there is a substantial difference in the opinions of researchers who see more than 24 cases of IC per year in comparison with those who see less than 4 patients per year. This difference is found in 9 questions. This shows that experience does indeed play a big role in the understanding of the disease. It also perhaps indicates that many of the experienced researchers are based at big centers where IC may be treated differently and where there is a dedicated service for management of the disease.

Conducting this survey was a mammoth task. For every completed questionnaire we received, many more remained unanswered. But within three months it soon became clear that the confusion in the IC WORLD is even greater than we expected and it is a fact that no two sets of answers are the same. Even the two of us have different ideas about different questions. No two consultants think the same about all the issues faced by IC.

CONCLUSION

The questionnaire proved conclusively that IC is a global disease as we received responses from all parts of the world, both developed and underdeveloped. This survey proved one thing: that there is nothing certain about IC.  we do not  know if it is one disease or a collection of diseases. We do not know, moreover, if it involves only the bladder or whether it extends to other pelvic organs. We do not know what is the most important symptom, what are the different tests that should be done and what really constitutes the symptomology. We also do not know if we should perform a potassium test or follow a symptom score.  We know that all these uncertainties are an integral part of IC. 

Judging from the responses, it is evident that people are confused. This questionnaire has raised very basic questions about IC. This survey has increased the awareness of the researchers and it has sounded an alarm bell, indicating an urgent need to define the disease.

APPENDIX

INTERNATIONAL QUESTIONNAIRE ON INTERSTITIAL CYSTITIS 

1. Which is the most important symptom of IC?
A. Frequency
B. Pain
C. Urgency
2. What do you think should be the minimum duration of symptoms after which patient should be investigated for IC?
A. One month
B. Two months
C. Three months
3. Is neurourodynamic testing necessary for diagnosis of IC?

A. Yes

B.  No
4. IC is a highly under-diagnosed condition?

A. Yes

B.  No
5. Is cystoscopy essential for the diagnosis and management of IC?
A. Yes
B. No
6. Hydrodistension under anesthesia has effective therapeutic value.
A. Yes
B. No
7. IC exists in two forms, ulcerative and non-ulcerative, do you agree?
A. Yes
B. No
8. Is it true that bladder biopsy has a role in diagnosis of IC?
A. Yes
B. No
9. How many IC patients do you see in a year?
A. Less than 4 
B. Between 4 and 24
C. More than 24
10. Do you think that clinically IC and chronic abacterial prostatitis are the same disease?
A. Yes
B. No
11.  There is need to change and expand the definition of IC.
A. Yes
B. No
12. The term IC represents  
A. One disease only
B. Many similar diseases
13. In the absence of acute urinary tract infection, radiation cystitis, tuberculous cystitis, eosinophilic cystitis, chemical cystitis, carcinoma in situ and instrumentation in urinary tract, and in the presence of a chronic urinary condition (frequency, urgency and pain), glomerulations on cystoscopy are typical of IC.
A. Yes
B. No.
14.  You perform cystoscopy under  
A. General  anesthesia
B. Regional  anesthesia
C. Local anesthesia with sedation
D. No anesthesia.
15. Interstitial cystitis
A. May involve pelvic organs along with urinary bladder.
B. Is limited to bladder only.
16. Patients without nocturia can have IC 
A. Yes.
B. No
17. Patient with normal frequency but pain and urgency can have IC.
A. Yes
B. No.
18.  After suspecting IC in a patient, he/she 
A. Should undergo minimum investigations (yet to be defined) and then be treated.
B. Should be treated empirically straightaway.
19. When we mention pain as a symptom in IC, we also mean pressure, burning and unpleasant sensations which may or may not be relieved with micturition.
A. Yes
B. No
20. Do you routinely perform a potassium sensitivity  test in all your patients?
A. Yes
B. No.
21. Have you seen a patient under the age of 18 suffering from IC?
A. Yes
B. No
22. Do you use a symptom score in all your patients?
A. Yes
B. No.
23. Do you believe that systemic IC exists?
A. Yes.
B. No
24. Interstitial cystitis should have same criteria for research and clinical use.

A. Yes
B. No.
COMMENTS

NOTE: please tick or type a * against the option which you strongly believe to be true for interstitial cystitis. If you wish to add anything, write in the space for comments after mentioning the question number. Please be very brief.
PERSONAL DETAILS:
NAME:
PROFESSION:
POSTAL ADDRESS:
COUNTRY:
EMAIL:
FAX:
Please return this questionnaire to: NAGENDRA MISHRA M.D., A/29, MRIDUL PARK-2, SOLA ROAD, AHMEDABAD-380061, INDIA.  E-MAIL: nagendraad1@sancharnet.in
FAX  NO. +31-10-4613330   TELEPHONE: +91-79-749-3851

REFERENCE

1.Gillenwater J, and Wein AJ: Summary of National Institute of Arthritis, Diabetes, Digestive and Kidney Diseases workshop on Interstitial Cystitis. J Urol 140:203-206,1988

2.Hanno PM: Interstitial cystitis and related diseases, in Walsh PC, Retik AB, Vaughn ED, et al (Eds) Campbell's Urology. Philadelphia, W.B. Saunders Company, 1998, pp 631-662.

3.Rosamilia A, and Dwyer PL: Pathophysiology of interstitial cystitis, Curr Opin Obstet Gynecol 12: 405-410,2000

4.Rovner E, Propert KJ, Brensinger C, et al: Treatment used in women with interstitial cystitis: The interstial cystitis database (ICDB) study experience. Urology56: 940-945, 2000.

5.Hanno PM, Landis JR, Matthews-Cook Y, et al: The diagnosis of interstitial cystitis revisited: lessons learned from the National Institute of Health Interstitial Cystitis Database study. J Urol 161: 553-557, 1999.

6. Sant GR: Interstitial Cystitis. Current Opinion Obstet Gynecol 9:332-336,1997

7.Van de Merwe JP, Arendsen HJ. Interstitial cystitis: a review of the immunological aspects of the etiology and pathogenesis, with a hypothesis. BJU Int. 2000; 85:995-999.

8.Van de Merwe, Kamerling. Arendsen, Mulder, Hooijkaas. Sjögren's syndrome in patients with interstitial cystitis. J Rheumatology 1993;20-6: 962-966.

9.Zermann DH, Wunderlich H, Schubert J, Ishigooka M. Re: The diagnosis of Interstitial Cysititis revisited: lessons learnt from the National Institute of Health Intersititial Cystitis Database study. J Urol 1999:162: 807-8

10.Mishra N. Are Glomerulations Typical of Interstitial Cystitis? AUA 2000 abstract, Poster 270.

11. Waxman JA, Sulak PJ, and Kuehl TJ: Cystoscopic findings consistent with interstitial cystitis in normal women undergoing tubal ligation. J Urol 160:1663-1667,1998 

12. Sant GR and Hanno PM: Interstitial Cystitis: Current Issues and Controversies in Diagnosis.Urology 57(suppl 6A);82-88,2001.

13. Denson MA, Griebling TL, Cohen MB, et al: Comparison of cystoscopic and histological findings in patients with suspected interstitial cystitis. J Urol 164:1908-1911,2000.

14. Messing E, Pauk D, Schaeffer A, et al: Associations among cystoscopic findings and symptoms and physical examination findings in women enrolled in the Interstitial Cystitis Database (ICDB) study. Urology 49(supplement 5A):81-85,1997.

15. Berger RE, Miller JE, Rothman I, et al: Bladder petechiae after cystoscopy and hydrodistension in men diagnosed with prostate pain. J Urol. 163:1685-1688,1998.

16. Kusek JW and Nyberg LM:The epidemiology of Interstitial Cystitis :Is it time to expand our definition? Urology 57(suppl 6A): 95-99, 2001.

17. Agarwal M, O'Reilly PH, Dixon RA: Interstitial cystitis- a time for revision of name and diagnostic criteria in the new millennium. BJU International. 87: 348-350,2001.

18. Meijlink JM. Interstitial Cystitis. BJU International.84: 890, 1999.

19.Baskin LS and Tanagho EA: Pain without pelvic organs. J Urol 147:683-686, 1992.

20.Sant GR: Interstitial Cystitis. Philladelphia:Lippincott-Raven,1997.

21.Fall M, Johansson SL, Aldenborg F: Chronic interstitial cystitis: a heterogeneous syndrome. J Urol  137:35, 1987

22. Peeker R and Fall M: Towards a precise definition of Interstitial Cystitis: further evidence of differences in Classic and Nonulcer disease. J Urol 167:2470-2472,2002

23. Parsons CL, Stein PC, Bidair , et al: Abnormal sensitivity to intravesical potassium test in interstitial cystitis and radiation cystitis. Neurourol Urodyn 13:515-520,1994

24. Held PJ, Hanno PM, Wein AJ, et al: epidemiology of interstitial cystitis, in Hanno PM, Staskin Dr, Krane RJ. et al(Eds), Interstitial Cystitis. New York, Springer-Verlag, 1990 pp 29-48.

25.personal communication with criteria expert Marc C. Hochberg, MD. M.P.H., University of Maryland.

_1102335466.xls
Chart1

		SOUTH AMERICA

		ASIA

		EUROPE

		AFRICA

		AUSTRALIA

		NORTH AMERICA



CONTINENT WISE LIST

6

13

59

2

12

49



Sheet1

		SOUTH AMERICA		ASIA		EUROPE		AFRICA		AUSTRALIA		NORTH AMERICA

		6		13		59		2		12		49





Sheet1

		



CONTINENT WISE LIST



Sheet2

		





Sheet3

		






_1102336191.xls
Chart1

		UROLOGIST

		GYNAECOLOGIST

		UROGYNAECOLOGIST

		OTHERS



PROFESSION OF RESPONDERS

111

7

10

13



Sheet1

		UROLOGIST		GYNAECOLOGIST		UROGYNAECOLOGIST		OTHERS

		111		7		10		13





Sheet1

		



PROFESSION OF RESPONDERS



Sheet2

		





Sheet3

		






