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ABSTRACT
Objective: : To outline our approach for the evaluation and management of patients with 
chronic prostatitis and chronic pelvic pain syndrome (CP/CPPS) based on our interpretation 
and application of currently available evidence.
Methods: : CP/CPPS in men is a medical condition that plagues both the patient and the 
practitioner, as it is widely believed to be poorly understood and difficult to treat. While pelvic 
pain is typically the predominant symptom, many men may exhibit voiding symptoms, sexual 
dysfunction and psychiatric complaints. Still, most studies of CP/CPPS management have 
evaluated singular treatments, without focussing on individual patients’ clinical phenotypes. 
This is a clinically practical mini-review based on the authors’ interpretation and application of 
currently available evidence related to management of CP/CPPS.
Results: : Patient evaluation should consist of history and physical examination (with focus on 
the genitourinary and digital rectal examination), laboratory tests (including urine analysis and 
urine culture with consideration of pre- and post-prostate massage urine cultures), post-void 
residual, and questionnaires including the National Institutes of Health Chronic Prostatitis 
Symptoms Index, which helps assess symptom severity and treatment response. Once CP/ 
CPPS is diagnosed, the UPOINT phenotype system, which classifies patients into six domains: 
Urinary, Psychosocial, Organ Specific, Infectious, Neurological/systemic and Tenderness of 
skeletal muscles, is used to guide treatment. Each domain is characterised by specific com-
plaints and thus is responsive to distinct treatments. As patients may be grouped into multiple 
domains, each patient’s overall multimodal treatment can vary.
Conclusion: : Using the UPOINT phenotype system is a holistic approach that can yield 
significant benefits for patients with CP/CPPS.
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Introduction

Chronic prostatitis and chronic pelvic pain syndrome 
(CP/CPPS) in men is a medical condition that plagues 
both the patient and the practitioner, as it is widely 
believed to be poorly understood and difficult to treat. 
The prevalence of CP/CPPS or prostatitis-like symp-
toms has been reported to range from 2% to 10% [1– 
5]. In order to improve the diagnosis and treatment of 
prostatitis, the National Institutes of Health (NIH) 
updated the classification of four prostatitis syndromes 
based on symptoms rather than aetiology [6]. After 
acute bacterial prostatitis (Category I) and chronic bac-
terial prostatitis (Category II), CP/CPPS (Categories IIIA 
and IIIB) is distinguished by urological pain in the 
absence of uropathogenic bacteria. There have been 
other similar definitions of CP/CPPS, including pelvic 
pain present for at least 3 of the preceding 6 months 
with no other identifiable cause [7]. Rees et al. [8], in 
a consensus guideline from the Prostatitis Expert 
Reference Group, separated CP/CPPS into an early 
stage, defined as persistent or recurrent symptoms 
for <6 months and antibiotic naïve; and a late stage, 

defined as persistent or recurrent symptoms for 
>6 months and refractory to initial lines of pharma-
cotherapy. While pain is typically the predominant 
symptom, many men may exhibit obstructive or irrita-
tive voiding symptoms, sexual dysfunction and psy-
chiatric complaints. Still, most studies of CP/CPPS 
management have evaluated singular treatments, 
without focussing on individual patients’ clinical 
phenotypes.

With the understanding that CP/CPPS is a medical 
syndrome with a wide range of clinical manifestations, 
the UPOINT phenotype system (Urinary symptoms [U], 
psychosocial dysfunction [P], organ-specific symptoms 
[O], infection-related symptoms [I], neurological/sys-
temic conditions [N], tenderness of skeletal muscles 
[T]), was developed to classify patients with CP/CPPS 
and create multimodal treatment plans based on their 
phenotype [9,10]. In this clinically practical mini- 
review, we outline our approach to the evaluation 
and management of patients with CP/CPPS, based on 
our interpretation and application of currently avail-
able evidence, with a focus on the UPOINT phenotype 
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classification and multimodal treatment strategies. 
This should not be interpreted as a rigorous systematic 
review or meta-analysis. Rather, this article is based on 
the authors’ interpretation and application of currently 
available evidence.

Patient evaluation

As with most medical conditions, the first step in the 
evaluation of a man with concern about CP/CPPS is 
a history and physical examination [5]. It should be 
noted that CP/CPPS is a diagnosis of exclusion, so all 
other treatable causes of a patient’s pain and LUTS 
should be evaluated and treated if possible (e.g. ure-
teric stone, bladder tumour, urethral stricture, etc.) 
[8,11]. As previously mentioned, pain is the most com-
mon complaint. Pain can be present in the perineum, 
penis, testes, suprapubic area, inguinal region/groin, 
rectum, abdomen and lower back [8]. Pain may be 
associated with ejaculation or urination [11]. Patients 
may also complain about LUTS, including weak stream, 
straining to void, hesitancy, urgency with or without 
incontinence and urethral burning; sexual complaints 
can include erectile dysfunction (ED), haematospermia 
or other ejaculatory dysfunction and decreased libido 
[8]. Concomitant psychiatric conditions, such as anxi-
ety and depression, and psychosocial factors, such as 
pain catastrophising and poor adjustment, are com-
mon in this population [8,12], which can impact aetiol-
ogy but also be the result of chronic pain. Pain 
complaints may be further exacerbated by pain cata-
strophising, whereby patients ruminate and magnify 
their symptoms thus worsening the patient’s quality of 
life [13].

A focussed physical examination is the next step 
and should evaluate the penis, scrotum and testes, 
inguinal regions, perineum, prostate and pelvic floor 
via a DRE, and any other location for which there is 
pain [5,8,9,14,15]. The DRE should evaluate for any 
prostate abnormalities (size, nodule, induration, ten-
derness) as well as for anorectal abnormalities and for 
pelvic muscle tenderness or spasm. It should be noted 
that the finding of a ‘boggy prostate’ is of no diagnos-
tic value [16].

Once the physical examination is complete, the next 
step is laboratory tests or other diagnostic tools [9,15]. 
Urine analysis and urine culture should be obtained. 
During the DRE, prostate massage can be performed to 
obtain expressed prostate secretions (EPS), which can 
be cultured, or to obtain a post-massage urine for 
culture. Pre- and post-massage urine cultures, also 
known as the ‘two-glass’ test can aid in diagnosis of 
chronic bacterial prostatitis with similar accuracy as the 
historical ‘four-glass’ test [17]. As antibiotics can persist 
in the prostate fluid, cultures should ideally be 
obtained after being off antibiotics for ≥2 weeks. If 
appropriate by history, testing for sexually transmitted 

infections should be included [8]. We routinely mea-
sure a post-void residual in all men with pelvic pain or 
LUTS. The PSA level should be measured as appropri-
ate for age and physical examination. Cystoscopy is 
indicated if other pathology is suspected (e.g. haema-
turia, interstitial cystitis) but does not need to be part 
of the routine evaluation [5]. The key features in men 
to suggest interstitial cystitis are severe LUTS and pain 
that worsens with bladder filling and improves with 
emptying [18].

Patient questionnaires are useful to assess symptom 
severity and treatment response but are not used to 
diagnose the condition. The NIH Chronic Prostatitis 
Symptoms Index (NIH-CPSI) is a validated measure of 
men with CP and should be administered to all men 
who are being evaluated for CP/CPPS [19]. It addresses 
pain, urinary function, and quality of life. This ques-
tionnaire is also helpful for use during follow-up visits 
after treatments have been attempted; a 6-point 
decline in the NIH-CPSI score has been shown to be 
an optimal threshold to predict treatment response 
[20]. Other questionnaires may be used as indicated, 
including the IPSS (to assess bother of voiding symp-
toms), Patient Health Questionnaire (to diagnose and 
assess severity of depression) and Pain Catastrophising 
Scale (measures negative thoughts associated with 
pain) [9].

Multimodal treatment strategy

There have been myriad studies that have evaluated 
various monotherapies in the treatment of CP/CPPS. 
Franco et al. [7,21] in two Cochrane reviews of phar-
macological and non-pharmacological interventions 
for the treatment of CP/CPPS, respectively, found low- 
quality evidence that some monotherapies may pro-
vide a small decrease in symptoms, rarely with 
a decrease in NIH-CPSI score of >6 and the majority 
with limited long-term outcomes. Even for the helpful 
therapies, such as α-blockers, large multicentre trials 
have failed to show benefit, likely because of pheno-
typic diversity of this syndrome [22].

The UPOINT phenotype system

Once a diagnosis of CP/CPPS has been made, 
a multimodal approach that addresses a patient’s phe-
notype (based on his specific complaints) can be for-
mulated [8]. Our approach is the UPOINT system for 
the clinical phenotyping of chronic pelvic pain, which 
classifies patients into six domains (Urinary, 
Psychosocial, Organ Specific, Infectious, Neurological/ 
systemic, and Tenderness of skeletal muscles) based on 
patient evaluation including patient complaints, phy-
sical examination findings, laboratory tests and NIH- 
CPSI scores and thus guides appropriate therapy [9– 
11,23]. The number of positive domains in the UPOINT 
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system has been shown to correlate with increasing 
NIH-CPSI [10,15,24–26]. As seen in Figure 1 [11,23], 
based on patient phenotypes, the UPOINT system can 
be used to guide treatment of CP/CPPS. As patients 
may be grouped into multiple domains, each patient’s 
overall treatment can vary.

Patients with the ‘Urinary’ phenotype complain of 
LUTS, including bothersome nocturia, daytime fre-
quency or urinary urgency, may have an NIH-CPSI 
urinary score >4 and may have incomplete emptying 
of the bladder. The ‘Urinary’ domain is often among 
the most commonly positive domains in men with 
CPPS, ranging from 60–72% of CPPS populations 
[3,27,28]. A post-void bladder scan should be obtained 
in these patients to evaluate for elevated residual urine 
or urinary retention. Treatments can include behaviour 
modifications (timed voiding, fluid intake limitation 
and dietary changes, such as avoiding caffeine) and 
medications (such as α-blockers, 5α-reductase inhibi-
tors, antimuscarinics and β3 agonists) with drug choice 
based on the predominant urinary complaint 
[5,8,11,29–31].

Patients in the ‘Psychosocial’ domain often have 
depression or depressive symptoms, anxiety, stress 
and poor coping/adjustment mechanisms; patients 
may also catastrophise, characterised by a sense of 
helplessness and hopelessness about the condition 
and rumination about their symptoms [13]. Patients 
with CP/CPPS have a high prevalence of psychological 
issues and may have a history of sexual or other phy-
sical abuse, which is associated with poorer quality of 

life [9,13]. Treatments should include referral to appro-
priate psychological therapy (including cognitive 
behavioural therapy), counselling, antidepressants 
and anxiolytics (prescribed by a mental health specia-
list), and stress reduction techniques [8,12,32].

The ‘Organ-specific’ patients have complaints that 
implicate the prostate and/or bladder as symptom 
drivers. Prostate-related symptoms can include pros-
tate tenderness to palpation, white blood cells in EPS, 
haematospermia and prostate calcifications; treat-
ments can include anti-inflammatory phytotherapies 
such as quercetin, flower pollen and cernilton 
[5,8,29]. Bladder-related symptoms can include pain 
with bladder filling that improves with voiding and 
Hunner lesions seen on cystoscopy. These symptoms 
suggest a diagnosis of interstitial cystitis/bladder pain 
syndrome; treatments should follow the algorithm in 
the AUA guideline on Interstitial Cystitis/Bladder Pain 
Syndrome [33].

Patients with CP/CPPS are often prescribed empiric 
antibiotics, which are rarely effective at improving symp-
toms [9]. The ‘Infection’ domain refers to instances 
where patients have uropathogenic bacteria in urine, 
EPS or urethra without meeting criteria for UTI or 
Category I or II prostatitis [6]. Mycoplasma and 
Ureaplasma may be such pathogens present that are 
not commonly tested [23,24]. In the absence of infection, 
antibiotics will not be helpful [29]; however, for patients 
in this domain, culture-directed antibiotics are indicated.

The ‘Neurological/systemic’ patients can be char-
acterised by pain outside the lower abdomen, genitals 

Figure 1. The UPOINT phenotype system treatment guide [11,23]. CBT: cognitive behavioural therapy; IC/BPS: interstitial cystitis/ 
bladder pain syndrome; PT: physical therapy.
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and pelvis, fibromyalgia, chronic fatigue syndrome, 
irritable bowel syndrome, and/or other systemic pain 
complaints [2,9,11]. For these patients, neuromodula-
tors, such as tricyclic antidepressants (amitriptyline), 
duloxetine, gabapentin and pregabalin, are recom-
mended [8,29]. Cannabinoids can also be used [34]. 
Chronic opioids should be avoided [35].

Patients in the ‘Tenderness’ domain have spasm, 
tenderness and/or trigger points of the pelvis or 
abdominal muscles diagnosed on DRE and genital and 
abdominal examinations [9,14]. First-line treatments for 
these patients are stress reduction and pelvic floor 
physical therapy [12,36]. Additionally, muscle relaxants, 
trigger point injections, acupuncture and low-intensity 
shockwave therapy can be helpful [5,7,37–40].

Sexual dysfunction and UPOINT ‘S’

Sexual dysfunction, including ED, ejaculatory dysfunc-
tion, orgasmic dysfunction and decreased libido, is 
a common complaint of men with CP/CPPS 
[8,15,26,41]. As such, Magri et al. [25] in a study asses-
sing the correlation of positive UPOINT domains to 
NIH-CPSI scores showed that adding a ‘Sexual 
Dysfunction’ domain, thus creating a UPOINT ‘S’ sys-
tem, improved the correlation and better characterised 
the symptom profile in patients with CP/CPPS. Davis 
et al. [42] assessed 162 men with CP/CPPS and showed 
that those in the ‘Sexual Dysfunction’ domain had 
worse quality of life. Further, the number of positive 
UPOINT domains has been associated with worsened 
ED symptoms [26,43]. However, other studies do not 
support the addition of a ‘Sexual Dysfunction’ domain. 
Samplaski et al. [44] evaluated 100 patients with CP/ 
CPPS; in a multivariate analysis the total number of 
positive UPOINT domains was strongly associated 
with NIH-CPSI score but adding a ‘Sexual Dysfunction’ 
domain did not affect the relationship. More recently, 
Arda et al. [28] in a retrospective study of 839 patients 
with CP/CPPS, reaffirmed the positive correlation of 
UPOINT domains with NIH-CPSI score, but noted no 
correlation between ED severity and number of posi-
tive UPOINT domains or NIH-CPSI score. To date, no 
studies have prospectively evaluated the use of the 
UPOINT ‘S’ system in the treatment of CP/CPPS.

Clinical use of the UPOINT phenotype system

Prior to the development of the UPOINT system, 
a multimodal approach to the treatment of CP/CPPS 
was seldom reported. In 2003, Shoskes et al. [45] 
reported 1-year data on 54 patients with CP/CPPS who 
were treated with a stepwise multimodal approach; 
there was a statistically significant decrease in mean 
NIH-CPSI score from 22.7 to 13.2. Using the UPOINT 
system to guide treatment of patients’ CP/CPPS has 
been successful as well (Table 1 [3,24,27,46]). Shoskes 

et al. [24] prospectively treated 100 patients with CP/ 
CPPS based on the UPOINT system. At a follow-up of 
≥6 months, 84% of patients achieved a > 6-point reduc-
tion in NIH-CPSI scores with 50% of patients achieving at 
least a 50% reduction in NIH-CPSI scores. Guan et al. [3] 
prospectively treated 140 patients with CP/CPPS using 
the UPOINT system; 75% of patients achieved 
a ≥ 6-point reduction in NIH-CPSI score. Magri et al. 
[46] retrospectively reviewed 914 patients with CP/ 
CPPS phenotyped with the UPOINTS system and given 
a set multimodal therapy; a reduction of ≥6 points in the 
NIH-CPSI score was noted in 77.5% of the cohort. In 
a prospective, controlled study, Krakhotkin et al. [27] 
compared 54 patients treated based on the UPOINT 
system with 45 patients who received no therapy; after 
a median 6-month follow-up, the median NIH-CPSI 
score in the intervention group significantly decreased 
from 29.8 to 13.9, whereas in the control group there 
was no significant change in NIH-CPSI score.

Conclusion

CP/CPPS is a heterogeneous syndrome with each 
patient manifesting a variety of symptoms with differ-
ent aetiologies and progression trajectories [26]. The 
UPOINT system is a validated mode of treatment that 
takes into account each individual patient’s pheno-
types of disease and guides treatments, often from 
multiple medical disciplines. The UPOINT system is 
easy to reproduce and has flexibility to incorporate 
new data or patient findings. Using the UPOINT phe-
notype system is a holistic approach that can yield 
significant benefits for patients with CP/CPPS.
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