
Introduction 

Gallagher et al. coined “urethral syndrome” in 1965, de-

fined as recurrent urinary irritation without urinary tract in-

fection [1]. In 2002 the International Continence Society

changed the terminology to “urethral pain syndrome” (UPS)

as a part of the “genito-urinary pain syndromes”. UPS is de-

fined as the occurrence of recurrent episodic urethral pain,

usually on voiding, with daytime frequency and nocturia, in

the absence of proven infection or other obvious pathology

[2]. In this article the authors will consider the urethral syn-

drome and the UPS as the same condition and they generally

use the term UPS for both. UPS is a diagnosis of exclusion

and the etiology is unknown. Theories of etiology to UPS in-

clude infection of low activity, urethral stenosis, early man-

ifestation of interstitial cystitis (i.e. painful bladder

syndrome), stress, trauma, allergy, mechanical obstruction,

neuropathic hypersensitivity as a result of urinary infection,

traumatic intercourse, an incomplete relaxation or spasm of

the external striated sphincter, periurethral fibrosis, estrogen

deficiency in the urethral mucosa, dysfunctional epithelium,

and inflammation of the paraurethral glands [3, 4]. 

UPS is a common condition but the true incidence is un-

known due to lack of consensus in diagnosis and overlap

with other conditions. In a study from England, about half

the patients visiting their general practitioner with frequency

and/or dysuria did not have significant bacteriuria [5]. UPS

is often a recurrent chronic disease. It is not a life-threaten-

ing condition but it can have a significant impact on the qual-

ity of life. In the most severe cases of UPS the condition can

lead to long periods of sick-leave, affect sexual functions,

and social relations [4, 6]. A study in 1989 showed higher

levels of hostility, irritability, anxiety, dysphoria, and de-

pression in the group of patients with urethral syndrome than

in the control group [6].

There is no golden standard in the treatment of UPS. Kaur

and Arunkalaivanan stated in 2007 that “treatment at its best

is by trial and error” [3]. In 2006 the present authors sent a

questionnaire to 21 gynecology clinics and nine urology clin-

ics in Sweden with questions about how they treated UPS in

women. Sixteen different modalities of treatment were given

singly or in combination. None of the clinics gave treatment

with strong or extra strong corticosteroids (Europe class III-

IV, US class I-II) to patients with UPS. The response rate

from the clinics was 90% (unpublished data).

The present authors’ hypothesis is that an important cause

of symptoms of UPS is urethral inflammation. The aim of this

study was to retrospectively evaluate treatment with urethral

instillations of the more potent corticosteroid clobetasol-pro-

pionate (CP) cream (US class I, Europe class IV) with lido-

caine (L) gel. 
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Summary

Purpose: To evaluate topical treatment with clobetasol propionate and lidocaine in women with urethral pain syndrome (UPS) in a
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Materials and Methods

This study is a retrospective evaluation of urethral instillations

of CP cream 0.05% in 30 women with UPS during the period of

September 1999 to November 2006. During this period 40 Cau-

casian women were diagnosed with UPS at the outpatient gyne-

cology clinic in Bjursås, Sweden. UPS was diagnosed with

symptoms urethral pain and or dysuria, with or without urgency,

and palpation tenderness of the anterior vaginal wall without signs

of infection or other pathology. To exclude other pathology, all

patients had, apart from the taking of medical history, dipstick uri-

nalysis, clinical gynecological examination with vaginal ultra-

sound of the uterus and adnexa to exclude common lower urinary

tract infection, gynecological tumors, and atrophic colpitis. If any

clinical suspicion of other conditions existed, laboratory tests for

sexual transmitted disease, common urine culture or cystoscopy

was carried out. Patients without estrogen therapy that were di-

agnosed with UPS were first offered treatment with local estrogen

therapy. If the estrogen therapy did not relieve the patient from

the symptoms, she was offered treatment with CP and L. Inclusion

criterion was diagnosis of UPS as described above. Exclusion cri-

teria were the finding of any other possible cause of the UPS

symptoms as described above, or that the patient achieved any

other treatment method for UPS during the study period. Out of

the 40 women diagnosed with UPS, ten women were excluded

from the study; two patients were lost to follow-up, one patient re-

ceived one instillation of betamethasone valerate (strong steroid,

Europe class III) instead of CP and became free of symptoms,

three patients were excluded because UPS occurred only after

coitus and were treated effectively with a short course of antibi-

otics post coitus, one postmenopausal patient received local es-

trogen, and did not get further relapse of UPS. The remaining 33

patients were offered CP and L instillations; three patients with

mild symptoms were satisfied with the diagnosis and explanation

and refrained from treatment. 

The study included the remaining 30 women. Age at inclusion

was 15-74 years (mean 56, median 62). Six women were pre- and

24 were postmenopausal. Two women (7 %) were smokers and 20

(67 %) were sexually active. Altogether 26 (87%) had estrogen

treatment. Thirteen (43%) had local estrogens, eight (27%) had

local estrogens and hormone replacement therapy (HRT), four

(13%) had HRT, and one (3%) combined oral contraceptives. Four

patients (13%) did not accept estrogen treatment (two pre-

menopausal and two postmenopausal). All the patients were

treated with CP and L the same way and all completed treatment

as recommended by the doctor (AKL). At each treatment session,

the patient first emptied her bladder to be able to refrain from uri-

nation for at least two hours after the urethral instillations. The

urine was also checked with dipstick urinalysis to exclude signs

of current urinary infection or hematuria. Thereafter two ml CP

cream was instilled into the urethra, immediately followed by in-

stillation of two ml of L gel. L was instilled to alleviate the tran-

sient burning urethral pain typically caused by the CP cream in

the UPS patient. Instillations were given approximately once a

week. The patient decided when to stop treatment by stating she

was either free from symptoms, improved, unchanged or wors-

ened. Between one and 15 (median three) instillations were given.

All treatments were given the same way each time by one of the

authors (AKL). 

In substudy I, a protocol for retrospective evaluation was con-

structed by a person not involved in the treatment (DH). A review of

the medical records was carried out, to register the treatment effect

at the end of the treatment and to document any relapses within six

months. A relapse was defined as recurrence of the UPS symptoms,

exclusion of other cause of the symptoms was then carried out as

described above. Evaluation of the medical records was conducted

by a person not involved in the treatment and blinded for patient

identification (BEL). Substudy II was a long-term follow-up through

a written questionnaire distributed in 2012 to the patients of sub-

study I at least five years after the end of treatment. Substudy II in-

cluded 29 women as one women was deceased. Twenty-eight

women responded to the questionnaire (response rate 97%). The pa-

tients who stated that they were still free from symptoms had their

medical records rechecked and if any of those had attended for UPS

in the follow-up time they were not recorded as asymptomatic but

improved. The study was approved by the research ethical commit-

tee in Uppsala. Written informed consent was obtained.

Results 

Effects 
In substudy I (n=30), 18 (60.0%) of the patients were to-

tally relieved of their UPS symptoms by the end of the

treatment and 12 (40.0%) were improved. By the six-month

follow-up, 17 (56.7%) were free from symptoms, eight

(26.7%) remained improved, and five (16.7%) patients had

relapsed. The number of instillations until the treatment was

considered finished were one to 15 (mean 4.9, median

three). To 12 (40.0%) patients, one instillation was suffi-

cient, nine (30.0%) patients had two to seven, and nine

(30%) patients had eight to 15 instillations (Table 1). All

five patients that relapsed within six months in substudy I

were further treated with CP and L instillations. In substudy

II (n=28) the > five years follow-up showed that four

(14.3%) patients were still free from symptoms, 18 (64.3%)

patients had symptoms but milder than before treatment,

and six (21.4%) had relapsed to the previous degree of

symptoms. None had more severe symptoms compared to

before treatment.

Side effects
In substudy II two (7.1%) patients reported transient ure-

thral pain in connection with the instillation of CP cream

and four (14.3%) patients could not recall whether they had

any side effects. Other side effects were not observed in

substudy I or reported in substudy II. 

The patients’ judgment of the treatment 
In substudy II (n=28), the patients' reported effectivity

was high (Figure 1) and the large majority would undergo

re-treatment in case of relapse (Figure 2). For one of the

Table 1. — Substudy I (n=30). Effect of treatment at com-
pletion of treatment and six month follow-up.

No. of No Improved Free from Relapse 

patients effect symptoms within

6 months

1 instillation 12 0 6 6 2

2-7 instillations 9 0 4 5 1

8-15 instillations 9 0 2 7 2

Sum 30 0 12 18 5
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two patients who would not undergo the treatment again,

the reason was because of the transient urethral pain at the

moment of the instillation and the other woman was con-

vinced that in her case the causal factor was estrogen defi-

ciency.

Discussion

The search for an answer to the etiology of UPS and re-

lated conditions such as trigonitis, interstitial cystitis, and

other pelvic pain syndromes is intriguing. Within UPS there

might be different conditions, with different etiologies, and

therefore different appropriate treatments. The present au-

thors believe that the favorable effects of CP treatment in

this study are due to the anti-inflammatory properties of CP.

Histopathological examination of biopsies from women

with UPS has shown inflammatory changes in trigonum, the

urethral mucosa, and the paraurethral glands [7-9]. The

search for an infectious cause has so far been unsuccessful

[4, 10, 11].

There are studies showing varying effect with antibiotic

treatment in treating UPS or trigonitis [12, 13]. In these

studies, tetracyklines or macrolides have mainly been used

and it is important to remember in this discussion that they

also have anti-inflammatory properties [14-16]. There is a

theory that UPS is due to dysfunctional urethral epithelia

leading to entry of urine and bacteria causing inflammation

[4]. One could speculate an analogy to eczema where a dys-

functional epithelial barrier plays a crucial part of the in-

flammatory process and were microbiological colonization

is seen. In dermatological guidelines for treatment of atopic

eczema, skin care, emollient treatment, and anti-inflamma-

tory topical corticosteroids without any antibiotics, is the

first line of treatment, although it is known that microbial

colonization most probably is present [17]. There are strong

indications that the paraurethral glands are homologous to

the male prostate and that they are not only silent embry-

ological remnants but active glands [18-20]. It has been hy-

pothesized that UPS could be a female equivalent to non-

bacterial “prostatitis” [8, 18, 20]. There has been

histological findings of inflamed paraurethral ducts in pa-

tients with UPS [8, 21]. In case of a female “prostatitis” the

present authors believe that the urethral instillation of CP

could reach and quench such an inflammation. In male pro-

statitis, acute bacterial infection of the prostate exists, but

in the chronic form of male prostatitis, studies have not

been able to prove convincing evidence of an infectious

cause but signs of inflammatory activity have been seen

[22, 23]. Given the rising global problem of antibiotic re-

sistance, it is desirable to minimize any unnecessary use of

antibiotics. 

The present findings suggest that the strong anti-inflam-

matory properties of CP [24] could alleviate or remove the

symptoms of UPS, although an effect of L could not be

ruled out. Perhaps CP cream or the L gel could also anoint

and provide protection to a possible dysfunctional urethral

epithelia and in this way relieve symptoms. The only ob-

served side effect in this study was transient urethral burn-

ing pain in association with the instillation. The local

anesthetic L was added to the treatment to remove this side

effect. Instead of CP 0.05% cream with the addition of L,

the authors now use CP 0.05% ointment without addition of

L as the clinical experience is that the ointment more sel-

dom gives this side effect. The present authors have not

found any studies on the pharmacokinetics of CP on the

urethral or bladder epithelia and its possible local or sys-

temic side effects. Topical treatment with CP is used on

other types of mucosa such in treating oral lichen planus

(OLP), mucous membrane pemphigoid (MMP), lichen

sclerosus (LS) in vulva, as well as children with severe phi-

mosis. In treating OLP, MMP, phimosis, vulvar LS the fre-

quency of topical application of CP (ranging from three

times per day to twice weekly) is higher and the length of

treatment (from four up to 48 weeks) is often longer than

Figure 1. — Answers to the question: How effective do you con-

sider that the treatment of UPS with clobetasol/lidocaine is? Sub-

study II (n =28).

Figure 2. — Answers to the question: Would you take clobeta-

sol/lidocaine treatment again if you got a relapse of the UPS? Sub-

study II (n =28).
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the treatment with CP and L given in this study, suggesting

that this treatment of UPS is not aggressive [25-27]. The

present authors have not found any studies of urethral ad-

ministration of CP, though a few studies can be found in

treating interstitial cystitis with triamcinolone or hydrocor-

tisone as ingredients in bladder instillations. To their knowl-

edge, two earlier studies have reported corticosteroid

treatment of UPS, but these were on weaker corticosteroids.

In a Swedish randomized study from 1972, urethral dilata-

tion combined with instillation of chloromycetin-hydro-

cortisone (very low potency corticosteroid US class VII,

Europe class I) was shown to relieve or remove symptoms

in 44 % of women with symptoms of cysto-urethritis with-

out concurrent findings of urinary tract infection [28]. In

1976 an American study presented a very good response in

54 women treated with sub-mucosal injections of the cor-

ticosteroid triamcinolone acetonide (moderate potency cor-

ticosteroid US class III, Europe class II) around the

paraurethral glands [29]. In these studies no side effects

were observed or mentioned.

Although not noticed in this study, there could theoreti-

cally be a risk of local side effects such as infection, atro-

phy, eczematic reactions or systemic such as adrenal

suppression, hirsutism or moon face from urethral instilla-

tions of CP. Systemic side effects due to installation of CP

in this dosage seem unlikely. 

Local deficiency of estrogens is a differential diagnosis to

UPS, or an aggravating factor. Postmenopausal women pre-

senting with UPS should initially be given local estrogen

therapy [30], even premenopausal women may sometimes

benefit. The present authors believe that local (vaginal) es-

trogen therapy in doses that give effect on the urethral ep-

ithelium is important, at least in postmenopausal patients,

in order to exclude it as a sole cause or for general im-

provement of the UPS. In this study 86% of the studied

women had some kind of estrogen therapy which could be

a confounding factor. Nevertheless in all cases the estrogen

therapy was started in a sufficient amount of time before

the CP and L treatment so that any estrogen effect on the

UPS already ought to have been shown. Most of the pa-

tients had their estrogen therapies since years before start-

ing CP and L treatment. As mentioned earlier patients

whose UPS were efficiently treated by estrogens were ex-

cluded from the study. 

When evaluating treatments to UPS, one has to keep in

mind the common intermittent course of the UPS [4], spon-

taneous remission independent of the treatment is also a

risk of bias. This intermittent course also gives a risk for

recall bias in the follow-up questionnaire. Other risk of bias

is the risk of placebo. Also, in this study the physician treat-

ing the patients had set the model of treatment and had a

positive attitude to the effect of the treatment. There is a

risk that the patients declared better results so as to not af-

fect their doctor-patient relation negatively. The high num-

ber of satisfied patients and their positive responses to the

treatment could also be because they, in the present authors’

experience, often describe what they experience as lack of

interest or knowledge by other medical practitioners, while

they in this study are met with interest.

In conclusion, this study indicates a good effect in treat-

ing the UPS with CL and L instillations. No significant side

effects have been noticed. Some previous findings support

the rationale for local treatment with potent corticosteroids.

It will always be important to rule out infection or other

pathological conditions before the treatment is administered

and to be vigilant for possible side effects. All UPS patients

may not benefit from this treatment since there could be

different and so far unknown causes to the UPS. Multicen-

ter double blinded randomized placebo controlled clinical

trials with urethro-cystoscopy and preferably urethral his-

tology prior to and after treatment are warranted.
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