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Ji-Kan Ryu, MD, PhD and
Jun-Kyu Suh, MD, PhD

National Research Center for Sexual Medicine and Dept. Urology
Inha University School of Medicine
Republic of Korea

Diagnostic algorithm

Magistro G et al. Eur Urol, 2016

38 H| 7| TS 2018 Winter

Classification

Magistro G et al. Eur Urol, 2016

Diagnostic options according to clinical
profile and treatment response

= Urodynamics: LUTS

= Additional microbiology (VB1, urethral swab): dysuria,
discharge, penile pain

= Imaging (TRUS): exclusion of complicating factors

= Cystoscopy: hematuria, cytology, bladder neck outlet
obstruction

= PSA: abnormal DRE, risk factors

= Psychological assessment: maladaptive coping, depression,
catastrophizing

Magistro G et al. Eur Urol, 2016

RCT for CP/CPPS : Antibiotics

Magistro G et al. Eur Urol, 2016

RCT for CP/CPPS: anti-inflammatories

Magistro G et al. Eur Urol, 2016

RCT for CP/CPPS : physical therapy

Magistro G et al. Eur Urol, 2016

RCT for CP/CPPS : a-blockers

Magistro G et al. Eur Urol, 2016

RCT for CP/CPPS : hormonal agents and
phytotherapy, neuromodulation, etc

RCT for CP/CPPS : Summary

= Available RCT failed to support recommendation to use
antibiotics as a primary treatment option.

= A prolonged treatment (12 wk) of alpha-blocker in pts with
LUTS may be considered in a multimodal treatment regimen.

= A monotherapy with anti-inflammatory or
immunomodulating agent is not effective.

= Hormonal first-line treatment cannot be recommended.

= With only few SE, phytotherapeutics can be recommended
as primary therapy or a combination with other regimen.

= Do not recommend pregabalin as a first line single
treatment.

Magistro G et al. Eur Urol, 2016
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RCT for CP/CPPS : Summary

Phenotypicaly directed multimodal
management (UPOINTs-Diagnosis)

= Pentosan polysulfate cannot be recommended as a first-line = Urinary: storage/voiding Sx., high PVR
treatment. = Psychosocial: depression, catastrophizing
= Physical therapy = Organ specific: prostate tenderness, leukocytosis in prostatic

« Heterogeneity of clinical data and difficulties in conducting
RCTs do not allow to give a recommendation for specific

hysical therapy as a primary intervention. . . . .
. E/onre sham-copriltrollegstudirgs are needed = Infection: (+) culture in prostatic samples, previous UTI

« Nevertheless, published results suggest that at least » Neurologic/Systemic: pain beyond pelvis, IBS, fibromyagia,

subgroups of CP/CPPS patients may profit from physical chronic fatigue syndrome
therapy. = Tenderness: pelvic floor spasm, muscle trigger points

= Sexual dysfunction: ED, EjD, orgasmic dysfunction

fluid, hematospermia, extensive calcification, lower urinary
obstruction

Magistro G etal. Eur Urol, 2016 Magistro G et al. Eur Urol, 2016

Phenotypicaly directed multimodal

management (UPOINTs-Treatment) Clinical practice (Case 1)

= 42 y-0 man, modest perineal discomfort radiating to both
testicles, hesitancy and slow stream

= Last 2 yr, 2 episodes of ABP treated with antibiotics;
sometimes his Sx. flare up and resolve partially on antibiotics.

= DRE, slightly enlarged prostate and mod tenderness on palpation;

= Urinary: a-blockers, anti-muscarinics

= Psychosocial: cognitive behavioral therapy, counseling,
antidepressant, anxiolytics

= Organ specific: quercetin, pollen extract

= Infection: antibiotics PSA, CRP was normal; 2-glass
= Neurologic/Systemic: gabapentinoids, TCA, acupuncture test, no pathogen; postprostatic
= Tenderness: physiotherapy, pelvic floor relaxation, massage urine, inflammatory
muscle relaxant, exercise, heat therapy pattern
= Sexual d)./sfunctiont PDESI, ICI, 1U, behavioral therapies, : E?tg‘lsc;ielgOO/SO
SSRI, topical agents = On no regular medication

Magistro G et al. Eur Urol, 2016 Magistro G et al. Eur Urol, 2016

Clinical practice (Case 2) Clinical practice (Case 3)
= 46 y-0 man, modest perineal discomfort; hesitancy and slow = 42 y-0 man, modest perineal discomfort; burning sensation
stream, which has been increasing recently along with increasing radiating to abdomen and back; anxious about his Sx. and fears
perineal pain. malignant process.

= Worries and doubts have been progressing recent years;
it started with his diagnosis of IBS; chronic fatigue SD and
episodes of migrane.

= Admits that depressive episodes

= Nocturia 3/N; sexually active and post-ejaculatory pain.
= DRE, prostates feels normal, but moderate tenderness to
palpation, pelvic floor is tender

to touch; PSA.and CRP, normal; have become more frequent since
2- glass test, no inflammation the perineal pain started.
or bacterial infection. = DRE, prostates feels normal; pelvic
= TRUS, 30 ml floor is tender to touch; PSA and
= Uroflo, 11/250/120 CRP, normal; 2- glass test, no
= On no regular medication inflammation or bacterial infection.

= On no regular medication

Magistro G et al. Eur Urol, 2016 Magistro G et al. Eur Urol, 2016
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Summary

= CP/CPPS presents a variable syndrome.

= Successful management of this condition is challenging.

= Tailored treatment strategy addressing individual patient
characteristics appears more effective than one single
therapy.

= More RCTs are warranted for validation of this
phenotype-directed treatment.

Magistro G et al. Eur Urol, 2016

BN B 1T -

a-blockers

= g-adrenergic antagonists may have a modest treatment effect
regarding total, urinary symptom, pain and QoL scores in CBP and CP/
CPPS, and should be considered as an initial treatment option (L1).

= Treatment with a-adrenergic antagonists should be considered in
patients who present with significant voiding LUTS (e.g. slow urinary
flow, hesitancy) (L5).

= If no relief from voiding LUTS or other symptoms of CBP or CP/CPPS
is achieved within 4 - 6 weeks, treatment should be stopped and a
different pharmacotherapy considered (L5).

= Due to the adverse side-effect profiles of this class of drugs, consider
offering uroselective a-adrenergic antagonists (e.g. tamsulosin,
alfuzosin and silodosin) as first-line treatment in patients with CBP
and CP/CPPS who present with voiding LUTS (L5).

ReesJetal. BJUInt, 2015
|

Pain management

= In patients with early-stage disease who present with pain symptoms,
reqular paracetamol (acetaminiphen) may be offered (L5).

NSAIDs should be offered only for short-term treatment of pain, to
patients with early-stage CBP or CP/CPPS whose symptoms are
suspected to be due to an inflammatory process, or those judged to be
experiencing an inflammatory flare (L5).

To prevent unwanted adverse effects, NSAIDs should be stopped within
4 - 6 weeks of treatment initiation if they do not reduce symptoms (L5).
In patients with early-stage CBP or CP/CPPS, use of opioids for pain
management should be avoided, due to the risk of dependency (L5).

If pain is considered to be neuropathicin origin, treatment witha gab-
apentinoid (e.g. pregabalin or gabapentin), a tricyclic antidepressant
(e.g. amitriptyline, nortriptyline or trimipramine) or a selective
serotoninnoradrenaline (known in the USA as norepinephrine)
reuptake inhibitor (SNRI; e.g. duloxetine) is warranted (L5).

Rees Jetal. BJU Int, 2015

Antibiotics

= Antimicrobial therapy may have a moderate effect on total, urinary,
pain and QoL scores in CBP and CP/CPPS and should be considered

as an initial treatment option (L1).

Antimicrobial therapy should be guided by bacterial cultures and
sensitivities, taking into consideration any drug interactions and/or
contraindications (L2).

For patients with early-stage CBP and CP/CPPS, offer a quinolone (e.g.
ciprofloxacin or ofloxacin) for 4 - 6 weeks as first-line therapy (L5).
Arepeated course of antibiotic therapy (4 - 6 weeks) should be offered
only if a bacterial cause is confirmed or if there is a partial response to
the first course (L5).

If a bacterial cause is excluded (e.g. via urine dipstick or culture) and
symptoms do not improve after antibiotic therapy, a different treatment
method or referral to specialist care should be considered (L5).

Rees Jetal. BJU Int, 2015

Combined/multi-modal therapy

= Multimodal/combined therapy should be uniquely designed

for each individual patient, according to history, physical

examination and investigations (L5).

Depending on the symptoms at presentation, the following

may be considered for adding to first-line antibiotic

therapy (L5).

+ An a-blocker and/or an NSAID.

+ An agent targeting neuropathic pain (e.g. pregabalin).

+ A 5a-reductase inhibitor (predominantly for patients with
coexisting LUTS with BPE).

Rees J etal. BJU Int, 2015
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Follow up and treatment of
refractory symptoms

= If a bacterial cause is excluded and no symptom improvement is
observed after antibiotic therapy, a different treatment method
or referral to specialist care should be considered (L5).

= Patients who are refractory to treatment should be questioned
about the possibility of any past trauma (including physical,
emotional or sexual abuse; questions about abuse should only
be implemented if the treating clinician has sufficient skills and
resources to manage patients who have experienced abuse) (L5).

= An MDT approach is recommended, with pharmacotherapy,
physical and psychosocial approaches being integrated into a
holistic treatment program individualized for the patient (L5).

= The MDT may include urologists, pain specialists, nurse specialists,
physiotherapist, GPs, cognitive behavioral/psychological
therapists and sexual health specialists (L5).

Rees Jetal. BJU Int, 2015

Follow up and treatment of refractory
symptoms

(Specialist physiotherapy)

= | the patient presents with psychosocial symptoms, a planned
therapeutic strategy involving stress management (including
explanation of the chronic pain cycle) should be considered, in
addition to seeking advice from the patient’s GP or urologist
regarding potential onward referral to a psychosocial specialist (L5).

= The following specialist physiotherapy treatment options may be
considered: pelvic floor re-education; local pelvic floor relaxation;
biofeedback; general relaxation; deep relaxation/mindfulness;
trigger point release; myofascial release; stretches; exercise for
pain management; TENS; acupuncture for trigger point release
and pain management; bladder retraining (L5).

ReesJetal. BJU Int, 2015

Follow up and treatment of refractory
symptoms

(Surgical interventions)

= There is insufficient evidence to warrant recommending surgical
techniques, including radical prostatectomy, TURP, HIFU or
prostatic massage for the treatment of CBP or CP/CPPS, except
in the context of a clinical trial setting (L3).

Rees Jetal. BJU Int, 2015

H) e 7| TAHE 2018 Winter

Follow up and treatment of refractory
symptoms

(Pain)

= When pain is severe and refractory to the treatments, or is significantly
impairing the patient’s lifestyle and ability to participate in daily
activities, referral to a specialist pain service should be considered (L5).

(Specialist physiotherapy)

= Before referral to specialist physiotherapy, a number of diagnostic
tests (e.g. sexually transmitted infection screen, culture/microscopy
of voided bladder urine, urethral smear, nucleic acid amplification
test and relevant pelvic physical examinations) should be conducted to
confirm a physical causative route, and exclude non-physical causes,
for symptoms (L5).

= Afull assessment (e.g. symptom score scaling, examination of the
pelvic floor muscles) should be completed to guide the subsequent
sequence of physiotherapy treatments (L5).

ReesJetal. BJUInt, 2015

Follow up and treatment of refractory
symptoms

(Phytotherapy)

= Phytotherapy has a modest beneficial effect on symptom
improvement in CBP and CP/CPPS and may be considered as a
treatment option in treatment-refractory patients (L2).

(Cognitive behavioral therapy and psychotherapy)

= Psychosocial symptoms should be assessed in both the early and
late stages of CBP and CP/CPPS. If there is a significant suspicion
of psychological factors contributing to a patient’s condition,
these should be screened for.

= CBT should be considered in conjunction with other treatments
in later-stage CBP and CP/CPPS, as it may improve pain and QoL.

Rees Jetal. BJU Int, 2015

Summary

= Patients should be managed according to their individual
symptom pattern. No single management pathway is suitable
for all patients.

= Repeated use of antibiotics, such as quinolones, should be
avoided where no obvious benefit from infection control is
evident or cultures do not support an infective cause.

= Early use of medication targeting neuropathic pain should be
considered for all patients who are refractory to initial treatments.
If neuropathic pain is suspected, ensure a prompt referral to an
MDT that includes pain specialists.

= Early referral to specialist services should be considered when
patients fail to respond to initial measures

Rees J etal. BJU Int, 2015

Summary

= An MDT approach should be implemented, including urologists,
pain specialists, nurse specialists, specialist physiotherapists,
GPs, cognitive behavioural therapists/psychologists and
sexual health specialists.

= Patients should be fully informed about possible underlying
causes and treatment options.

Rees Jetal. BJU Int, 2015

Tc-99m Ciprofloxacin Imaging

= Imaging method to differentiate infection from inflammation
(Solanki et al, 1993)

= Mechanism: claims to show an area with viable, proliferating
bacterial population that is actively using DNA gyrase, which
the Ciprofloxacin inhibits

A B

Fig. 5. Tc-99m Ciprofloxacin images of 41-year-old men with
prostatitis syndromes. Imaging study showed hot uptake on
both seminal vesicle (A). After 3 month fluoroquinolone therapy,
infection on left seminal vesicle was improved while infection
was still remained at the right side (B).

Intraprostatic injection of antibiotics
for intractable CP/CPPS

B Va s L ..;l L

Fig. 4. Tc-99m Ciprofloxacin images of a patients who diagnosed
as chronic pelvic pain syndrome (A) or chronic bacterial
prostatitis (B). SPECT sagittal images.

Oral therapy and local injection therapy with
fluoroquinolone in patients with chronic
bacterial prostatitis-seminal vesiculitis:
comparison of their short-term results
(Inha University)

= 79 patients with symptom of prostatitis who showed hot
uptake on prostate or seminal vesicle on the Tc-99m
Ciprofloxacin imaging.

= Oral fluoroquinolones for 3 months (n=53) vs local injection
of ciprofloxacin (n=26, 20-40 mg/inject)

= 4-glass test

= NIH-CPSI
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