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Abstract Chronic prostatitis/chronic pelvic pain syn-

drome (CP/CPPS) is a common condition; however, many

of the traditional therapies used in clinical practice fail to

show efficacy when subjected to large randomized pla-

cebo-controlled trials. This may be because CP/CPPS is a

heterogeneous syndrome rather than a specific disease

which would explain the failure of ‘‘one size fits all’’

therapy. In order to direct appropriate therapy, we have

developed a six-point clinical phenotyping system to

evaluate patients with chronic urologic pelvic pain. The

clinical domains are urinary symptoms, psychosocial dys-

function, organ-specific findings, infection, neurologic/

systemic, and tenderness of muscles, which produces the

acronym UPOINT. Each domain is diagnosed clinically

and is associated with specific therapies. This approach is

simple and has proven effective in our hands for patients

even after many years of failed therapies.
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Introduction

Chronic prostatitis/chronic pelvic pain syndrome (CP/CPPS)

is a common and prevalent condition with significant impact

on quality of life and financial burden [1]. Multiple factors

may play a role in the pathophysiology of CPPS including

initial urinary tract infection, intra-prostatic urinary reflux

[2], cytokines [3], pelvic floor spasm [4], generalized neu-

ropathic or neuroendocrine associations [5], or psychologic

traits [6]. However, none of these factors has been deter-

mined as the sole cause in majority of cases. Rather, a

combination of these factors is likely contributing to CPPS,

and therefore, therapy must likely be directed toward indi-

vidual patient’s clinical phenotype. Our current best under-

standing of the etiologies is illustrated in Fig. 1. In this

opinion article, we will review the genesis of the develop-

ment of the UPOINT phenotyping system for CPPS, its

practical application, and the results we have obtained.

Monotherapies

Different types of treatments have been used to treat CPPS.

These include alpha-blockers, antibiotics, hormonal ther-

apy, anti-inflammatory medications, phytotherapy, antisp-

asmotics, and non-pharmacological therapies. While many

of these therapies have shown promise in single center or

small studies, large multicenter studies have usually failed

to prove the utility of monotherapy. Several a-blockers

have been studied with conflicting results. Some of the

differences among randomized controlled trials (RCTs)

include different a-blockers, populations, duration of

therapies, and outcomes. These RCTs have had anywhere

from 19 to 138 patients in the treatment group, with

treatment duration from 6 to 24 weeks. Benefit has been

shown with terazosin [7], alfuzosin [8], and silodosin [9].

Two multicenter studies, however, were negative. Alex-

ander et al. [10] studied the effect of 6 weeks of tamsulosin

on total National Institutes of Health-Chronic Prostatitis
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Symptom Index (NIH-CPSI). There was no significant

benefit of an a-blocker on total NIH-CPSI scores. Some of

the drawbacks of this trial were that patients had long-

standing symptoms and had prior exposure to a-blockers.

Furthermore, the 2 9 2 trial design was not powered to

show efficacy for each individual study arm. Therefore,

another trial was designed to investigate alfuzosin use in

patients with shorter duration of symptoms and without

prior exposure to this class of drugs [11]. There was still no

clear benefit of treatment with the a-blocker.

Antibiotics are often used in patients with pelvic pain

for presumed bacterial prostatitis despite negative cultures

[12]. A randomized controlled trial studied the efficacy of

levofloxacin for 6 weeks compared to placebo [13].

Although patients did better in terms of total NIH-CPSI

scores in both groups over time, there was no significant

difference between groups. Similarly, in an NIDDK-

sponsored trial, ciprofloxacin was evaluated for efficacy

and was not found to be superior to placebo, although this

arm of the study was underpowered [10].

Anti-inflammatory medications have been used as a

therapeutic option for CPPS with variable results. A study

done in China with celecoxib demonstrated improvement

but the benefit deteriorated in 2 weeks after finishing

therapy [14]. Pentosan polysulfate sodium, a glycosami-

noglycan drug used in interstitial cystitis, was evaluated in

a randomized controlled trial, which showed no significant

benefit in Clinical Global Improvement and total NIH-

CPSI scores [15]. A small study from UK showed no

benefit for zafirlukast, a leukotriene antagonist [16].

Phytotherapy has been found to be of benefit to men

with CPPS. Quercetin is a natural bioflavonoid found in

fruits, vegetables, leaves, and grains. It is thought to help in

CPPS because of its antioxidant and anti-inflammatory

properties. In a randomized, double-blind, placebo-con-

trolled trial, patients taking quercetin had a mean decrease

in NIH-CPSI scores of 7.9 points compared to a decrease of

1.4 points in the placebo group (P = 0.003). An

improvement of at least 25 % was seen in 67 % of men in

the treatment group versus 20 % of men in the placebo

Fig. 1 Multifactorial etiology of chronic pelvic pain syndrome

756 World J Urol (2013) 31:755–760

123



group [17]. In another study of pollen extract, 22 of 30

patients had improvement in pain and lower urinary tract

symptoms on a symptom questionnaire compared to 10 out

of 28 men in the placebo group [18]. In a randomized

controlled trial, cernilton, a pollen extract, was found to be

clinically and statistically significantly better than placebo

[34]. A decrease of at least 25 % or 6 points in total NIH-CPSI

scores was seen in 70.6 and 50.0 % of patients in the pollen

extract and placebo group (P = 0.01), respectively [19].

Pregabalin is commonly used for neuropathic pain. One

randomized controlled trial showed no statistically signif-

icant improvement in primary outcome of 6 point decrease

in total NIH-CPSI scores between groups [20]. However,

47.2 versus 35.8 % patients had a 6-point decrease in

treatment and placebo groups (P = 0.07), respectively.

There was a significant improvement in secondary outcome

of total NIH-CPSI scores. A decrease of 6.6 points was

seen in the pregabalin arm and 4.2 points in the placebo

arm (P = 0.01). However, 59 % of the patients in the

pregabalin arm experienced adverse effects, most being

mild to moderate.

Myofascial trigger point release is a type of physical

therapy which targets the taut bands or tender nodules that

provide relief by therapeutic manipulation. Anderson et al.

[21] showed that myofascial trigger point release and

paradoxical relaxation training had a moderate to marked

improvement in symptoms in 72 % of patients. Conduction

of a randomized, double-blind, placebo-controlled trial is

limited by the fact that sham therapy and blinding of both

patients and operators is difficult. An NIH sponsored pilot

study evaluated the feasibility of performing a larger trial

by comparing myofascial release physical therapy and

global therapeutic massage in 48 patients including men

with CPPS or women with interstitial cystitis [22]. The

study did show that it was feasible to conduct a larger trial.

There was a clinically important difference in NIH-CPSI in

the 10 CP/CPPS men treated with directed physiotherapy

(-14.1) compared to the 11 CP/CPPS men treated with

global massage (-7.6); however, the treatment effect (7.6)

was not statistically significant, presumably because of the

small sample size.

Development and utility of UPOINT

The understanding of CPPS has evolved since the NIH

classification. The major barrier in treating men with CPPS

is the heterogenous nature of this syndrome. The therapies

discussed above have had minimal or no success because

they target a single mechanism for every patient with

CPPS, whereas each patient should be evaluated individ-

ually to assess the nature of symptoms and then be treated

appropriately.

In order to direct appropriate therapy, we have devel-

oped a six-point clinical phenotyping system to evaluate

patients with chronic urologic pelvic pain [23]. The clinical

domains are urinary symptoms, psychosocial dysfunction,

organ-specific findings, infection, neurologic/systemic, and

tenderness of muscles, which produces the acronym

UPOINT (Fig. 2). Each patient is evaluated clinically for

involvement of each domain, and symptom severity is

assessed using the NIH-CPSI. This is followed by a mul-

timodal therapeutic approach toward positive domains.

We have shown that there is a stepwise increase in the

total NIH-CPSI score with increase in the number of

positive domains. In addition, the number of positive

domains also correlates with longer duration of symptoms

[24]. We have also shown that the domains with the

greatest contribution of symptom severity were urinary,

psychosocial, and tenderness [25]. In a Swedish study, the

correlation between the number of positive domains and

NIH-CPSI was verified [26]. The UPOINT clinical phe-

notyping system may provide a useful and clinically rele-

vant framework for multimodal therapy for the treatment of

CPPS.

A European study evaluated the inclusion of a sexual

dysfunction domain to the UPOINT clinical phenotyping

system [27]. In this study, 937 men from Italy and 290 men

from Germany with CPPS were retrospectively classified

into a modified UPOINTS system (S = sexual dysfunction

domain). The regular UPOINT system correlated well with

symptom severity in the Italian but not in the German

cohort. The modified clinical phenotyping system

(UPOINTS) with an additional sexual dysfunction domain

correlated significantly with NIH-CPSI scores in the Ger-

man cohort. Similarly, a recent Canadian study found

addition of a sexual dysfunction domain improved corre-

lation with quality of life [28].

This finding was further studied in a population of one

hundred patients at our institution [29]. Twenty-eight per-

cent of men with CPPS were found to have bothersome

erectile dysfunction. However, addition of the sexual

domain decreased the correlation between the clinical

phenotyping system and symptom severity. Total NIH-

CPSI scores, pain subscores, and quality of life measures

were unaffected by erectile dysfunction. Therefore, inclu-

sion of a sexual domain did not appear to add value to our

patient population.

The development of UPOINT would have limited utility

unless it actually improved treatment outcomes. A recent

prospective study offered multimodal therapy based on the

UPOINT phenotype (e.g. urinary: alpha blocker or an-

timuscarinic, psychosocial: stress reduction/psychologic

support, organ specific: quercetin; infection: antibiotic;

neurologic/systemic: amitriptyline or pregabalin, tender-

ness: pelvic floor physical therapy) and measured response
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after at least 6 months [30]. The primary endpoint was a

minimum 6-point drop in total NIH-CPSI score. One

hundred patients, with a mean age of 46 years, median

symptom duration of 24 months, and a median of 3 posi-

tive UPOINT domains, were followed for an average of

50 weeks. 84 % of patients had at least a 6-point decrease

in CPSI, with an average drop of 12 points. Fifty-one

patients had a 50 % or greater improvement in total CPSI,

while 84 patients had at least a 25 % or greater improve-

ment. All CPSI subscores were significantly improved

from baseline. Number of positive domains, initial CPSI

scores, and symptom duration did not predict outcome.

Though this study was not a placebo-controlled trial, the

results were significantly better than all prior large trials

with monotherapy.

UPOINT directed therapy is an attractive approach that

simplifies treatment in patients with the challenging diag-

nosis of CPPS. An online resource has been made available

for use by urologists, where one enters patient data and is

given the UPOINT clinical phenotype with suggested

therapies. A Web-based algorithm is available at

http://www.upointmd.com. The diagnostic criteria and

typical therapies for each domain are summarized in

Table 1. Again, each domain is classified as positive or

negative by clinical criteria, and for each positive domain,

therapy is offered. For example, a patient with urinary and

Fig. 2 UPOINT domains and

associated therapies
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organ specific may be treated with an alpha-blocker and

quercetin, while another with neurologic and tenderness

may be treated with pregabalin and pelvic floor physical

therapy.
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