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Abstract
Chronic prostatitis/chronic pelvic pain syndrome (CP/CPPS) is a common condition, however many
common therapies used in practice fail to show benefit when subjected to large randomized controlled
trials. This discrepancy may be because CP/CPPS is a heterogeneous syndrome rather than one
specific disease, which can explain the prior failure of any one therapy for all patients. In order to direct
appropriate therapy, a six-point clinical phenotyping system was developed to evaluate patients with
CP/CPPS. The clinical domains included are urinary symptoms, psychosocial dysfunction, organ-specific
findings, infection, neurological/systemic complaints, and tenderness of muscles, producing the acronym
UPOINT. Patients are diagnosed clinically for each domain and are given appropriate multimodal therapy
for each positive domain. This approach is simple in theory and practice, and has proven effective in our
hands for patients even after many years of failed therapies.

Summary of recommendations

UPOINT is an approach to CP/CPPS that uses multimodal therapy based on the patient’s clinical
phenotype. While untested in controlled randomized trials, published outcomes using individual
therapies of varying evidence (see below) consistently show high levels of patient improvement
(Level of Evidence 2b: Grade of Recommendation B).
Anti-inflammatories should not be used as a monotherapy for the treatment of CP/CPPS, but
should be considered as a component in multimodal therapy (Level of Evidence 1b: Grade of
Recommendation A).
Antibiotics: the clinical evidence suggests that antibacterial therapy should not be used as a
monotherapy, particularly in patients who have failed antibacterial therapy previously (Level of
Evidence 1a: Grade of Recommendation A). Antimicrobial therapy may, however, be
considered for antimicrobial naïve patients (Level of Evidence 1b: Grade of Recommendation
C).
Alpha blocker therapy:  We recommend alpha blocker therapy for the newly diagnosed, alpha
blocker naïve patients with significant voiding symptoms (Level of Evidence 1a: Grade of
Recommendation C). In patients previously treated with alpha blocker therapy, alpha blocker
monotherapy is not recommended (Level of Evidence 1b: Grade of Recommendation A).
Phytotherapy: Because of the few side effects of phytotherapy and the clinical efficacy of
Quercetin and Cernilton suggested by these studies, these phytotherapies are recommended as a
treatment modality of CP/CPPS (Cernilton Level of Evidence 1: Grade of Recommendation B)
(Quercetin, Level of Evidence 1b: Grade of Recommendation A).
Neuromodulatory therapy: Though there is some benefit in select patients using oral
neuromodulatory therapy, the evidence does not support neuromodulatories as a monotherapy
(Level of Evidence 1b: Grade of Recommendation B).
5 alpha reductase inhibitor therapies  are not recommended for empiric monotherapy in male
CP/CPPS patients (Level of Evidence 2: Grade of recommendation B).  They should, however,
be considered in patients with benign prostatic hyperplasia (BPH) (Level of Evidence 1a: Grade
of recommendation A).
Physical therapy: From clinical experience and uncontrolled clinical trials, it is believed that
physical therapy may be beneficial in patients with pelvic floor muscle spasm and pain (Level of
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evidence 3: Grade of recommendation B).

Introduction

Chronic prostatitis/chronic pelvic pain syndrome (CP/CPPS) is a common condition that can cause a
significant reduction in quality of life and substantial financial burden [1]. Symptoms include pelvic/genital
pain, urinary frequency, and often erectile dysfunction which is not attributed to an other identifiable organ
cause. Multiple factors may play a role in the pathophysiology of CPPS including initial urinary tract
infection [2], intra-prostatic urinary reflux [ 3], inflammation, pelvic floor muscle spasm [4], or psychological
traits like depression or stress [5].  However, none of these factors has been determined as the sole
cause in majority of cases. Instead, a combination of these factors is likely contributing to CPPS and
therefore therapy must likely be directed towards individual patient’s clinical phenotype. This is likely the
reason why large studies of monotherapies for CPPS typically fail to show efficacy over placebo.

Because CP/CPPS is a syndrome with many presentations and not a specific disease, there is a need
for an algorithm for phenotyping patients in order to direct appropriate treatment. This chapter will discuss
monotherapies traditionally used for CP/CPPS, why these frequently tend to fail in a significant proportion
of patients, the practical application of the UPOINT phenotyping system, and results of CP/CPPS
treatment using UPOINT.

Methods

For this review, papers published in the English, peer-reviewed literature were evaluated. Papers
published in non-peer-reviewed supplements were not included. The Medline database was used to
identifying relevant studies published in the English literature over the last 20 years. Search terms
included chronic prostatitis, chronic pelvic pain, as well as the multiple specific monotherapies (e.g., alpha
blocker, antibiotic, anti-inflammatory, etc.). Only studies that defined a population of CP/CPPS men, were
randomized placebo- or sham-controlled design, and employed a valid outcome measure were
evaluated.

Monotherapies

Anti-inflammatories

Clinical trials regarding the use of anti-inflammatories as a monotherapy in patients with CP/CPPS have
included rofecoxib [6], celecoxib [7], pentosan polysulfate [8], zafilukast [9], prednisone [10], and
tanezumab [11]. These clinical trials yielded mixed results.

Rofecoxib and celecoxib have showed modest benefit, particularly when used at high dosages. Pentosan
polysulfate, though showing symptom improvement, did not result in a significant change in CPSI score
as compared to placebo. Tanezumab, a humanized monoclonal antibody that targets nerve growth
factor, did not show any benefit in a non-selected population of CP/CPPS men. The use of zafirlukast
and coriticosteroids had failed to improve CPSI scores as well. The clinical evidence suggests that anti-
inflammatory as a monotherapy is not effective and should not be used in this manner.
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Antibiotics

Antibiotics are widely prescribed and are, for many physicians, considered the first line therapy for
patients with CP/CPPS. Despite its widespread use, there are only three small randomized controlled
trials recorded in the literature [12], [ 13], [14]. These trials investigated the use of ciprofloxacin,
levofloxacin, and tetracycline. One study investigating a four-week trial of tetracycline as compared to
placebo showed significant benefit for CP/CPPS patients; however its authors judged quality of the study
to be poor. Trials investigating the use of levofloxacin and ciprofloxacin showed significant benefit, but
were underpowered when trying to establish an antibiotic effect as compared to placebo. The 12-week
trial of tetracycline vs placebo yielded significant benefit, however, its results were marred by quality
issues – including small numbers, selected patients, and anti-nanobacterial therapy which included
tetracycline.

Clinical evidence does not support the empiric use of antibiotics in culture negative CPPS patients.
However, there are reports that suggest symptomatic relief with antibiotic therapy, regardless of the
presence of cultured uropathogenic bacteria [ 15], [16]. Meta-analysis of antimicrobial trials, including
trials that did not use CPSI measurements as an outcome, did show small, but statistically significant
benefit [17], [18]. However, whether or not these results translate into clinical significance has yet to be
determined. A possible explanation of the benefit of antibiotics in culture negative CP/CPPS patients may
be that in these cases, the patients may be infected with unculturable pathogens. Alternatively, some
antibiotics have anti-inflammatory properties independent of their anti-bacterial characteristics [19], [20].
The clinical evidence suggests that antibacterial therapy should not be used as a monotherapy,
particularly in patients who have failed antibacterial therapy previously. Antimicrobial therapy may,
however, be considered for antimicrobial naïve patients.

Alpha blockers (Level of Evidence 1: Grade of Recommendation C)

Eight randomized placebo-controlled trials have evaluated the use of different alpha-adrenergic
antagonists in CP/CPPS patients. Terazosin [21], tamsulosin [22], [23], alfuzosin [24], doxazosin [25], and
silodosin [26] have shown benefit in CP/CPPS patients. Tamsulosin and alfuzosin [ 18] however have
failed to show significant benefit in two large NIH-sponsored studies.

Many of the smaller alpha blocker studies do show benefit in selected CP/CPPS patients. A possible
explanation for the failure of tamsulosin [14] and alfuzosin [ 27] in the two large NIH-sponsored studies
would be the enlistment of patients who may have failed prior alpha-blocker therapy and those that did
not have voiding symptoms. Meta-analyses [17], [18], [28] investigating alpha blocker therapy do reveal
efficacy. At present, though not yet proven, it is still believed that patients with CP/CPPS and bothersome
or measurable voiding symptoms may have the most benefit using alpha blockers as part of an overall
therapeutic strategy. We therefore recommend alpha blocker therapy for the newly diagnosed, alpha
blocker naïve patients with significant voiding symptoms. In patients previously treated with alpha blocker
therapy and in those without urinary symptoms, alpha blocker monotherapy is not recommended.

Phytotherapy

Only two studies regarding phytotherapy met the criteria for this review. The phytotherapies investigated
were quercetin [29] (an antioxidant anti-inflammatory product) and cernilton [ 30] (a standardized pollen
extract). Quercetin improved symptoms in CP/CPPS patients when compared to placebo. Pollen extract
showed efficacy in the reduction of pain and improvement of quality of life after 1 month of use. The
mechanism of pain reduction is not established but quercetin is an antioxidant, anti-inflammatory and
beta endorphin levels increase in prostate fluid during therapy. Because of the few side effects of
phytotherapy and the clinical efficacy of quercetin and cernilton suggested by these studies, these
phytotherapies are recommended as a treatment modality of CP/CPPS.

Neuromodulator therapy

Pregabalin was the only oral neuromodulatory randomized placebo-controlled study investigated in the
treatment of CP/CPPS. One NIH sponsored study [31] comparing placebo to pregabalin showed a 6-point
decrease in NIH-CPSI score, though these results were not statistically significant for the primary
endpoint chosen. Pain scores and total CPSI, however, were significantly improved as compared to
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control. Though there is some benefit in select patients using oral neuromodulatory therapy, the
evidence does not support neuromodulatories as a monotherapy (Level of Evidence 2: Grade of
Recommendation B).

5 alpha reductase inhibitors and other hormone therapy

There is one randomized placebo-controlled trial comparing finasteride to placebo using CPSI score as a
measurable outcome [32]. Another smaller study investigated mepartricin, an estrogen reducing agent
[33].

Finasteride showed improvement in CPSI scores in CP/CPPS patients, though the results were not
statistically significant. In the small study involving mepartricin, statistically significant improvement in
CPSI scores were obtained when compared to placebo. Dutasteride was investigated as part of a long
term, pre-planned analysis of older patients with CP/CPPS symptoms in a prostate cancer reduction trial
and showed clinical benefit and a reduction in CPSI score over the long term [34]. Hormonal therapies,
however, are not recommended for empiric monotherapy in male CP/CPPS patients. They should,
however, be considered in patients with benign prostatic hyperplasia (BPH).

Physical therapies

Pain from CP/CPPS is often related to spasm of the pelvic floor muscles. Traditional western massage
was compared with myofascial release physical therapy in men and women with chronic pelvic pain in a
multicenter randomized NIH-sponsored study [35]. Other studies included extracorporeal shock wave
treatment versus sham [36], percutaneous tibial nerve stimulation versus sham [ 37], electromagnetic
therapy versus sham [38] and standard acupuncture [ 39] or electro acupuncture [ 40] versus sham
treatment.

For the directed pelvic therapy versus traditional western massage, there was an improvement in CPSI
scores in men, though not statistically significant. Randomized sham-controlled trials showed benefit with
ESWT, acupuncture, percutaneous tibial nerve stimulation, and electro acupuncture.

From clinical experience and uncontrolled clinical trials, it is believed that physical therapy may be
beneficial in patients with pelvic floor muscle spasm and pain.

Clinical phenotyping with UPOINT

The monotherapies discussed above have had limited success and one hypothesis would be that
monotherapy fails due to the heterogeneous nature of CP/CPPS which is a syndrome rather than a
single defined disorder. It would be ideal to clinically phenotype patients and target therapy to that
phenotype. One such phenotyping system is UPOINT, named after the individual domains. The clinical
domains are Urinary symptoms, Psychosocial dysfunction, Organ specific findings, Infection,
Neurologic/Systemic, and Tenderness of muscles, which produces the acronym UPOINT. Each patient is
evaluated clinically for involvement of each domain and symptom severity is assessed using the NIH-
CPSI. This is followed by a multimodal therapeutic approach towards positive domains [41] (Figure 1). In
studies on the validity of UPOINT, an increase in the number of positive UPOINT domains was found to
correlate with increased total NIH-CPSI score, and the number of positive domains correlated with a
longer duration of CP/CPPS symptoms [42], [43]. The greatest contribution to symptom severity was
seen with the urinary, psychosocial, and tenderness domains [44]. These findings suggest that the
UPOINT phenotyping system could prove useful as a clinical framework for directing multimodal therapy
for treating CPPS.
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Figure 1: UPOINT domains and associated therapies

One prospective study evaluated the use of the multimodal therapy based on UPOINT phenotyping in
100 patients and compared response after at least 6 months [45]. 84% of patients had at least a 6-point
decrease in CPSI, with an average drop of 12 points. All patients experienced significantly improved
CPSI sub-scores from baseline. These results are significantly better than any prior large trials treating
CPPS using monotherapy, suggesting the additional benefit of the UPOINT phenotyping system for
directing therapy.
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Practical guide to phenotyping with UPOINT

After evaluating a patient using UPOINT, a physician can use the positive phenotypes in order to guide
the most suitable therapy. Patients are positive for the urinary domain if they bothersome urinary
symptoms (e.g. increased/decreased frequency, weak stream, irritation, or obstruction), a CPSI urinary
score greater than 4, or a high postvoid residual (PVR>100cc’s). Pain is the most frequent presenting
symptom in patients, but many of these other urinary symptoms can be commonly found. Patients are
positive for the psychosocial dysfunction domain of UPOINT with a demonstration of clinical depression,
catastrophizing (feelings of helplessness and hopelessness about their condition), anxiety, stress and/or
a history of sexual or other physical abuse on specific history or questionnaires. Patients positive for this
domain are those with specific bladder or prostate symptoms. Organ specific findings include pain
localized to the prostate on physical examination, hematospermia, or WBCs/markers of inflammation
found in prostatic secretions,  while bladder symptoms include pain relieved by bladder recycling (filling
and voiding), ongoing inflammation, or a positive analgesic bladder challenge (relief of pain after infusion
of the bladder with a topical anesthetic, i.e. lidocaine). Patients are positive for infection if there is a
history or current presence of identifiable bacteria in prostatic fluid or evidence of chronic bacterial
prostatitis. Neurologic or systemic symptoms can include pain outside of the lower abdomen/pelvis,
fibromyalgia, chronic fatigue syndrome, irritable bowel syndrome, or diagnosis of another systemic or
neurological disease. Finally, symptoms for muscle tenderness include muscle spasm and muscle or
fascial ‘trigger points’ (palpable nodules in muscle that are tender to palpation).

Treatment guided by UPOINT

Urinary symptoms can be treated with alpha-blockers or anticholinergic medications. Psychosocial
symptoms, or “catastrophizing”, are treated with psychological counseling and stress reduction. Organ
specific symptoms related to the prostate are treated with bioflavonoids such as quercetin. Bladder
symptoms indicative of interstitial cystitis can include Infections are treated with adequate courses of
culture-directed therapies. Neurologic or systemic symptoms are treated with tricyclic antidepressants or
gabapentin/neuroleptics. Lastly, muscle tenderness is treated with a pelvic floor physical therapy and/or
trigger point injections. For example, a patient with urinary and organ specific domains could be treated
with an alpha-blocker and quercetin, while another with neurologic and tenderness would be treated with
pregabalin and pelvic floor physical therapy.

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. 

Subsequent studies on UPOINT

While UPOINT was developed in order to comprise the significant symptoms of CPPS, there is potential
for the addition of other domains if these domains added to the diagnostic value of the system. One
European study investigated whether the addition of another domain (sexual dysfunction) could improve
the correlation between UPOINT positive domains and CPSI scores in two separate populations. The
traditional UPOINT system correlated with symptom severity in the Italian, but not in the German group .
The investigated modified phenotyping system (UPOINTS), using an additional sexual dysfunction
domain, correlated significantly with NIH-CPSI scores in the German cohort [46]. Another Canadian study
found the addition of this sexual dysfunction domain improved the system’s correlation with quality of life
[47]. This finding was further studied in a population of one hundred patients in the US [ 48]. While 28% of
men with CP/CPPS reported bothersome erectile dysfunction, addition of the sexual dysfunction domain
decreased the correlation between the UPOINT system and symptom severity. Additionally, NIH-CPSI
scores, pain sub-scores, and quality of life measures were unaffected by erectile dysfunction. Therefore,
inclusion of a sexual domain did not appear to add value in this patient population.

Conclusions

While there have been advances in the research for the treatment of men with CP/CPPS over the last 15
years, a solely evidence-based approach to treatment yields insufficient results for most patients. No one
individual treatment that shows significant clinical efficacy to be recommended as a monotherapy for
CP/CPPS. A multi-modal therapeutic approach to treatment specifically directed to each individual
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patients’ clinical phenotypic profile is likely the best management strategy. Use of the UPOINT
phenotyping system allows for this individualization and potentially better outcomes, despite the current
lack of randomized controlled trials evidencing this.
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