LUTS

Bernard Potluri
www.hertsandessexurology.co.uk



® Male, over 50 years old and h:ﬂ'iﬂ&;
walcrworks problems?

® Gelting up to go to the toilet at
least wice r.Jl_lring the nighl?




Voiding symptoms

A weak or intermittent urinary stream
A straining

A hesitancy

A terminal dribbling and
Aincomplete emptying



Storage symptoms

A Frequency
A urgency
A urgency incontinence
A nocturia.
postmicturition symptom
A post-micturition dribbling




Ccauses

A benign prostate enlargemergmost common

A Other causes:
| detrusor muscle weakness or over activity
| prostate inflammation (prostatitis)
I urinary tract infection
| prostate cancer
I neurological disease.



PrevalenceSignificance

A Age is an important risk factor for LUTS

A LUTS can occur in up to 30% of men older
than 65 years

A Large group potentially requiring treatment.

A Because uncertainty and variation exist in
clinical practice



Manwith LUT S

/8 y old man presents with 9 months history
of:

I Hesitancy
I Poor urinary stream
I Nocturia

What is the most likely diagnosis?
How would you approach his problem?
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Maote: Please circleltick one answer Tor each question and bring it in for your consultation with Mr Patluri.

International Prostate Symptom Score (I-PSS)
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1. Incomplete emptying
Cremr the past maomth, how often fave you hod 2 sensation of no
Empiying vour badder completely after you finisy presting?

Cheer tre past monith, ko often haeee wou had (o erinate sgain
Je=s thoan b Rours adter pou finished urinating?

3. Intermittency
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Oyer the pest ok, Row cfter hiee you Found poo SSopped snil
wared again several times wnen you urimted?

4, Urgency
Dver Che pisl maniky, Fera Giten have you Bound o S Tcult

10 postpane prration?

5. Weak stream

wrinary sarEam?

6. Straining

Over the past month, how often bave you 5l Lo push

Cwer the pest month, hos olten have you had & weak U 1

o sirain to begie unegdion?

¥. Nocturia
[reed the pact manth, how many beves did you most byplcaly get up 1o 0 1 2 3 4 5
unrate from the time you sent o bed at night uedil the time pougot

ujin the merning?

Total I-PSS Scorne
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|usk the way it is mow, how would you leel aboul tnat?

The Intermational Prostate Sympturm Seare (-F55) 5 hasad an Che answsrs 10 seven questions concerning winarg symptoms. Esch graestion is assigred
points fram @5 indicating mereasing =everity of the particular symptnm, The tots) soome can Lherefore mnge frass O o S [asymatomatic 1o veny

spagrimabic

Adtmcuagh there are presentty no standard recommendators on grading patierds with mild, mosende or seatns Spmpinms patients can e ientatively
classified g Mallows: 1-7= enildly yprplamstse: 8=19= moderstely spmptametic; 20=15= severely symptomatic,
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Examination

Abdomen: Bladder

Genitalia: Phimosis, stricture

DRE:
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What tests would you perform?
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A Urinalysis
AU&E, PSA

A Uroflowmetry



Urinalysis NAD
U&E Normal

PSA =4 ng/ml
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AGE (years) Normal PSA
range (ng/ml)

40-49 0-2.5
50-59 0-3.5
60-69 0-4.5

70-79 0-6.5
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# Results of UROFLOWMETRY

Flow Time 1Q
Time to max Flow TQmax
Max Flow Rate Qmax
Average Flow Rate Qave

Yoided Yolume

50 ml/s Flow Rate - - Yoiding Time T100




Scenariocl

AIPSS 5

A Small benign prostate
APSA 1.3

A Qmax 21mls/sec
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How would you treat this patient?
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Scenario?

AIPSS 15

A Small benign prostate
APSA 2

A Qmax 14mls/sec
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How would you treat this patient?
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Scenario3

AIPSS 35

A Moderate/Large benign prostate
APSA 3.9

A Qmax 10mls/sec
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How would you treat this patient?
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Treatment Options

Watchful waiting

Medical Therapy:
Phytotherapy
Alpha blockers- Flomax, Xatral etc
Finasteride (Proscar)
Dutasteride (Avodart)

Minimally Invasive Therapy:
HIFU 1 High Intensity focussed US
Interstitial Lasers
Thermo therapy i RF, Microwave

Surgical Therapy:
BNI (TUIP)
TURP
Recent Advances:
Holmium Laser
Plasmakinetic energy



Medical therapies for BPH (effects confirmed in placeboontrolled trials)

Agent Dose Onset of action Mechanism of Adverse effects
action
5-alpha- Finasteride 5 mg/day 3-6 months Prostate Impotence (3
reductase Dutasteride 0.5mg daily volume 5%)
inhibitors
Reverse BPH
Alpha-1 Prazosin 2 mg/day 2-4 weeks Relax prostatic Drowsiness
blockers Doxazosin smooth muscle headache (10
Alfuzosin ‘ 15%)
Terazosin Dizziness
Tamsulosin 0.4 mg/day Postural
hypotension (2
5%)
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Contraindications for medical treatment of BPH

Urinary retention- acute or chronic
Renal insufficiency/upper tract dilatation
Recurrent haematuria

Recurrent urinary tract infections (UTIS)

Bladder stonesdiverticula
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BNI/TUIP

18 July 2010 www.hertsandessexurology.co.uk



TURP

18 July 2010 www.hertsandessexurology.co.uk



RetropubicProstatectomy

18 July 2010 www.hertsandessexurology.co.uk



TUNA procedure: the catheter is
advanced and the needles are
deployed inside the prostatic

parenchyma.

18 July 2010 www.hertsandessexurology.co.uk



Interstitial Laser Coagulation

LASER FIBRE INTRODUCED
INTO THE SUBSTANCE OF THE
PROSTATE AND LASER ENEF=7
DELIVERED, ACHIEVING A '
TEMP OF 8%&.

RESULTS IN COAGULATION
NECROSIS OF THE PROSTAT
TISSUE, WHICH IS GRADUAL
ABSORBED BY THE BODY
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Gyrus Plasmakinetic TUVP

r
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Laser Prostatectomy
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How would you follow up?
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Recommended Follow up schedule

Treatment oweeks 12 weeks omonths annual
Modality
5Alpha a a a
reductase
Inhibitors
Alpha a a a
blockers
Non Surgical | 4 a a a
Surgical a a a a
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Initial assessment

Offer:

b

b

Yy laasSaaySyd 2F 3ISYSNIf YSRAO
and co morbidities, including a review of all current medication
(including herbal and oveahe-counter medication) that may be
contributing to the problem

I LIKeaAaAolrt SEFYAYylFOGA2y 3IdzARSR
conditions, an examination of the abdomen and external genitalia, and
a digital rectal examination (DRE)

I dzNAYyS RALIAGAOl G4Sad G2 RSGSO
nitrites.

Ask men with bothersome LUTS to complete a urinary frequency
volume chart.

Offer a serunctreatininetest (plus estimatedjlomerularfiltration
rate [eGFR] calculation) only if you suspect renal impairment.



1. Initial assessmenpP

For men whose LUTS are not bothersome or complicated, give
reassurance, offer advice on lifestyle interventions (for
example, fluid intake) and information on their condition.
Offer review if symptoms change.

For men with mild or moderate bothersome LUTS:

discuss active surveillance (reassurance and lifestyle advice
without immediate treatment and with regular followp) or
active intervention (conservative management, drug
treatment or surgery).

Offer men considering treatment for LUTS an assessment of
their baseline symptoms with a validated symptom score (for
example, the IPSS).

Offer men information, advice and time to decide if they wish
to have prostate specific antigen (PSA) testing If:

b OKSANI[!¢{ IINS a4dzZ33Sai0AdS 2F obf I RRSNJ 2«
b UKSANI LINR&UGIUSorFSSta Foy2N¥YEt 2y 5wo9
L GKSé& INBE O2yOSNYSR I62dzi LINRPauGulF&dS O yo!



Do not routinely offer:

L Oeéafz2aoz2Lke 42 YSyYy 4.
bladder abnormality

L AYFIAYI 2F 0KS dzLJLIS
no evidence of bladder abnormality

L F-rat@ measurement
b LI2ald O2AR NBAaARdzZ f



Referral for specialist assessment

A LUTS that have not responded to conservative
management or drug treatment

A LUTS complicated by recurrent or persistent
urinary tract infectionor

A retention (see page 1@

A renal impairment you suspect is caused by lower
urinary tract dysfunctioror

A suspected urological cancer
A urinary incontinence.



Conservative management

Storage symptoms

If you suspect OAB, offer supervised bladder
training, advice on fluid intake, lifestyle advice
and, If needed, containment products.

Offer supervised pelvic floor muscle training to
men with stress urinary incontinence caused by

prostatectomy. Advise men to continue the
exercises for at least 3 months before considering

other options.
Do not offer penile clamps.



Containment products

For men with storage LUTS (particularly urinary incontinence):

A offer temporary containment products (for example,
pads or collecting devices) to achieve social continenct
until a diagnosis and management plan have been
discussed

A offer a choice of containment products based on
iIndividual circumstances and in consultation with the
man

A offer external collecting devices (sheath appliances,
pubic pressure urinals) before considering indwelling
catheterisation

A provide containment products at point of need, and
advice about relevant support groups.



Voiding symptoms

Offer intermittent bladder catheterisation before
iIndwelling urethral oisuprapubiccatheterisation

If LUTS cannot be corrected by less invasive
measures.

Tell men with proven bladder outlet obstruction
that bladder training is less effective than surgery.

Explain to men with posnicturition dribble how
to perform urethral milking.




Drug treatment-1

A Offer an alpha blocker (alfuzosiipxazosintamsulosin
or terazosir) to men with moderate to severe LUTS.

A Offer a 5alphareductasenhibitor to men with LUTS
who have prostates estimated to be larger than 30 g or
a PSA level greater than Ind/ml, and who are
considered to be at high risk of progression (for
example, older men).

A Consider offering a combination of an alpha blocker
and a 5alphareductasenhibitor to men with
bothersome moderate to severe LUTS and prostates
estimated to be larger than 30 g or a PSA level greater
than 1.4ng/ml.



Drug treatment-2

A Consider offering aanticholinergicas well as an alpha
blocker to men who still have storage symptoms after
treatment with an alpha blocker alone.

A Consider offering a late afternoon loop diuretic to men
with nocturnalpolyuria

A Consider offering oralesmopressiio men with
nocturnalpolyuriaif other medical causes have been
excluded and they have not benefited from other

treatments. Measure serum sodiumdays after the
first dose. If serum sodium is reduced to below the

normal range, stoplesmopressitreatment.




Review

A Review men taking alpha blockers gb4
weeks and then every
6¢12 months.

A Review men taking-&lphareductase
iInhibitors at 36 months and then everycd?2
months.

A Review men takingnticholinergicevery 4.6
weeks until symptoms are stable, and then
every €12 months



Surgery for voiding sympton
A DO: offer TURP, TUVP or HoLEP

A X DO NOT: offer TUNA, TUMT, HIFU, TE
or laser coagulation as an alternative

A Only consider offering laser
vaporisation techniques, bipolar TUVP or
monopolar orbipolar TURVP as part of a
randomised clinical trial.



o ToTo Do

o

Surgery for storage symptoms

Consider offeringystoplastyto manage detrusooveractivityonly to men whose symptoms have
not responded to conservative management or drug treatment and who are willing and able-to self
catheterise

Consider offering bladder wall injection witiotulinumtoxin to men with detrusooveractivity
only if their symptoms have not responded to conservative management and drug treatments and
the man is willing and able to salatheterise.

Consider offering implanted sacral nerve stimulation to manage detrogenmactivityonly to men
whose symptoms have not responded to conservative management and drug treatments.

Do not offermyectomyto men to manage detrusasveractivity

Consider offering intramurahjectables implanted adjustable compression devices and male slings
to manage stress urinary incontinence only as part of a randomised controlled trial.

Consider offering urinary diversion to manage intractable urinary tract symptoms only to men
whose symptoms have not responded to conservative management and drug treatments, and if
cystoplastyor sacral nerve stimulation are not clinically appropriate or are unacceptable to the
patient.

Consider offering implantation of an artificial sphincter to manage stress urinary incontinence only
to men whose symptoms have not responded to conservative management and drug treatments.

At the time of publication (May 201Mptulinumtoxin did not have UK marketing authorisation for
this indication. Informed consent should be obtained and documented.



Providing information

AMake sure men with LUTS have access to care
that can help wititheir emotional and physical
conditions and relevant physical, emotional,
psychological, sexual and social issues

AProvide men with storage LUTS (particularly
Incontinence) containment products at point of
need, and advice about relevant support groups



Costs and savings
per 100,000 population




Discussion

w How will this guideline affect our current practice?

w What support do clinicians need to complete a
thorough initial assessment for all patients?

w How can the skills of nurses be used in managing m
with LUTS?

w How can the introduction of universal frequency
volume chart at initial assessment in all patients witr
LUTS be achieved?

w Who can supply or prescribe the temporary
containment products recommended?




Medical Therapy Of Prostatic
Symptoms (MTOPS)

Designed to determine whether
long-term treatment with
finasterideor doxazosinalone or
iIn combination, prevents or dela
the clinical progression of BPH

Jointly funded by the NIH and th
National Institute of Diabetes an

Digestive and Kidney Diseases
(NIDDK)

1. Badistaet al. Contemp Clin Trials (2003) 24: 223
2. McConnelket al. NEJM (2003) 349: 23878



MTOPS Entry Criteria and Primary
Endpoint

AUA-SI
Qmax

Voided volume

Serum PSA

52

O50 years
Diagnosis of BPH
8130

47 15 mL/s

01 2ni

O 1 6g/mL

The primary endpoint was the
WOf AYVAOLIFf LINR2 3N
defined as the first occurrence
of one of the following events:

~

E X fpoint increase in AUSI from
baseline

AUR

[Tlc [Tl

renal insufficiency due to BPH

[Tl

recurrent urinary tract infection or
urosepsis

Tl

incontinence



MTOPS& summary of results

A Overall, after 4 years of treatment, combination
therapy with finasteride and doxazosin resulted in
a significantly greater reduction in the risk of
clinical progression and greater improvement in
symptoms compared to either monotherapy

A Within the first year of treatment, MTOPS showed
no advantage for combination therapy compared
to alphablocker monotherapy in terms of
symptom improvement



Combnation of Avodartand
Tamsulosin CombATstudy

A LarPescale randomised GSK sponsored clinical
trial (n=4844)

A Treatment duration = 4 years

A Designed to compare combination therapy
(dutasteride 0.5 mg/day + tamsulosin 0.4 mg/day
with both monotherapies

I Symptom improvement
I Risk of AUR or BH#lated surgery

A9§N£ftSR YSY . 6 SNB
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CombAT summary of results

A Time to first acute urinary retention or BPH relateargery event was
significantly lower with combination therapy versus tamsulosin (p<
0.001) Combination therapy reduced the relative risk of acute urinary
retention or BPH relategurgery by 65.8% compared with tamsulosin
and by 19.6% compared wittutasteride

A The adjusted mean change in IPSS from baseline to year 4\8as
points for combination therapy versu3.8 points (p< 0.00%s
combination) fotamsulosinand-5.3 points (p< 0.00%scombination)
for dutasteride

A Superiority of combination therapy verstamsulosinwas seen from
month 9 and versudutasteridefrom month 3 which was maintained
for the study duration (p< 0.001 for both comparisons)

1. HaillotOet al. Poster presented at International SocfetyPharmacoeconomicand Outcomes Research
(ISPOR), 12th Annual European Congress, Paris, October 2009
2. RoehrbornCet al. EurUrol2010;57 123131



CombodarY
Fixed dose Combination

A Combodarts a fixed dose
combination hard capsule Dutasteride
containing 0.5mglutasteride 0-5mg
and 0.4mgamsulosinHCI

A Bioequivalence has been
demonstrated between
Combodartand the free
combination.

56



Summary

Dual therapy combinindutasterideandtamsulosinprovides
significantly greater clinical benefit than use of either
monotherapyalone

Combodartoffers
I significant reductions in the relative risk of AUR or B&lated
surgeryvstamsulosinat 4 years
I significantly superior symptom improvement compared to either
monotherapy

The most common types of adverse events reported inGoenb AT
trial were consistent with previous experience thrtasterideor
tamsulosinmonotherapies

A rationale exists for earlyersusdelayed initiation of
combination treatment in men with moderate LUTS



Find out more

A Visitwww.nice.org.uk/CG9fbor:
the guideline

i
I the quick reference guide

iWP!' YRSNAUOIFIYRAY3I bL/ 9 3IdzAF
|

|

| costing report and template

| audit support statement and links to the national
continence audit

I OveFrthe-counter Tamsulosin information sheets
I Implementation advice
I BMJ online learning



http://www.nice.org.uk/CG0XX

Raised PSA

67-yearold moderately overweight, but
otherwise healthy male who was found by you
to have a prostatespecific antigen (PSA) level of
4.9 ng/ml.



DRE: Moderately enlarged prostate
with no palpable abnormality
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What history you should obtain?
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o To To o

History

Family History
Urological history
Concomitant Diseases

Life expectancy: important to plan
Treatment

>10yc Radical Curative therapy



What tests would you perform?

A DRE
A TRUS Biopsy

Remember: Fats track referral!
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Prostate biopsy

R

" ’:‘.."-.
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TRUS Biopsy Complications

A Bleeding: Haematuria, Rectal, Haemospermia
A Pain: Peri Prostatic block

A Infection: UTI, Septicaemia

A Retention Of Urine
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P.S.A

Prostate Specific Antigen

Precipitating Stress Anxietyio patients and
doctors!



What 1s PSA

A Prostate specific antigen (PSA)is an
enzyme kallikreinlike serine protease Prostate
producedin the ducts of the prostate S,
andabsorbedinto the blood stream dluets

A Bound to two proteins anti-
chymotrypsin (ACT) and alpha
macroglobulinaMG) Rt

A The "PSAtest" measuresthe level of Antigen

free and bound PSAnN the blood.
A Organspecificbut not cancerspecific

EAbscrption into the bloodstream

@ Free PSA
& ACT bound PSA
B VG bound PSA
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Interpretation

0.54 ng/ml Normal
4-10 ng/ml 20% chance of cancer
> 10 ng/ml 50%+ chance of cancer
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False Positives

A Prostatitis
A Large BPH
AUTI

A Cycling
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PSA levels increase with prostatic enlargement.
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Advances in PSA

A PSA Densitg not of much value

A PSA Velocity>20% in a year significant
A Age adjusted PSA

A PSA Free:Total Ratidseful in 210ng range.

A Complex PSA
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Interpretation of PSA values

AGE (years) Normal PSA
range (ng/ml)
40-49 0-2.5
50-59 0-3.5
60-69 0-4.5

70-79 0-6.5
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Free:Total PSA

A Normal : >20%
A <10%- high chance of Prostate Cancer

18 July 2010 www.hertsandessexurology.co.uk



-5 ~

ﬁ*gﬁate Test
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Home Prostate Test

= «Q S

[0

= -"1;;; This Complete Home Prostate diselése Screening Test gives an indication of the
«, levels in the blood of PSA (Prostate specific Antigen.)

=

Raised levels of PSA are an indicator of Prostate disease or inflamation.

The home PSA test pack contains €verything required to measures the amount
PSA in a sample of blood taken with a simple finger prick lancet device (supplie
Simple and easy to use home test tp screen for prostate disease, supplied with
instructions. )

See all home test kits

'-'3:039)

O

more information on home PSA test
Valuemed UK medical supplies home page

Price: £10.99
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http://www.valuemed.co.uk/cgi-bin/ss000001.pl?SECTIONID=HOME_MEDICAL_TESTS.html&NOLOGIN=1
http://www.valuemed.co.uk/




