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The evaluation and treatment of overactive bladder (OAB)
starts in the primary care office and can be accomplished
efficiently, effectively and, most importantly, safely. With
appropriate knowledge of the disease and an understanding
of what to look for the primary care physician (PCP) can
readily make the empiric diagnosis and initiate treatment.
The key for the PCP is to be able to distinguish the
uncomplicated patient from the complicated one and know
when to refer, if necessary. It is also essential to be able to

able to identify confounding conditions that could either
be the cause of the symptoms or, in fact, make them worse.
The algorithm presented in this paper describes a simplified,
yet complete, approach to the patient presenting with lower
urinary tract symptoms (LUTS) consistent with OAB. In
the paper, we explain the disease itself, its prevalence and
impact, the evaluation as well as the different treatment
modalities that are available for the patient. Appropriate
follow up, therapy adherence techniques and referral
recommendations are also discussed.
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Introduction

The evaluation and treatment of overactive bladder
(OAB) has often been considered the domain of the
specialist, the urologist or urogynecologist, but not the
primary care physician (PCP). One explanation may be
historical as extensive testing was done in the initial work
up. Another reason may be because the majority of PCPs
have limited training in urologic disease, thus referral
has been easier than delving into something outside of
their comfort level. Recently, the American Urological
Association (AUA) put out new guidelines describing
a simplified approach advocating an evaluation that
does not require testing in the uncomplicated case.' This
truly does put the PCP in the position of the gatekeeper
for OAB. Unfortunately, the PCP is spread very thin
with a multitude of disease states to deal with as well
as less and less time to spend with the patient. Add
that to the limited urologic training and the result is an
under-diagnosed and under-treated disease. However,
OAB is not just a quality-of-life issue, there are also
serious ramifications such increased fall and fracture
risk, infections and skin breakdown from wet clothing.
Education for the PCP is the key to assistance for the
many that needlessly suffer from bladder issues. This
education should clarify the simple approach necessary
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to identify the at-risk patient as well as present all of the
therapeutic options. Most importantly, this education
should show the PCP when it is appropriate to refer and
the “red flags” to watch out for. Itis for all of these reasons
that we present a practical approach to the evaluation
and treatment of OAB.

Definition of disease

OAB is a syndrome or symptom complex defined
as: “Urgency, with or without urgency incontinence,
usually with frequency and nocturia.? Urgency is a
sudden, compelling need to void which is difficult to
defer. Frequency is defined as voiding more than 8 times
per day. Nocturia is voiding more than once per night.
Incontinence is defined as the involuntary loss of urine.
It is referred to as urge incontinence (UI) when preceded
by urgency and stress urinary incontinence (SUI) when
this loss occurs while coughing, sneezing, laughing, or
as aresult of other physical activities.®> These symptoms
describe failure of the bladder to store urine, one of its
basic functions. Another way to define bladder storage
issues s to describe them as “irritative symptoms”. Thisis
a useful distinctive for the PCP when trying to differentiate
those symptoms caused by bladder dysfunction, storage
or irritative issues, from those symptoms caused by
the prostate, obstructive or voiding issues. Obstructive
symptoms describe difficulty with the act of voiding
which include poor flow, hesitancy or intermittency.
Obstructive symptoms are generally caused by the
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enlarging prostate, which is commonly referred to as
benign prostatic hyperplasia (BPH).> Combined, the
symptoms arising from the bladder or the prostate are
called LUTS or Lower Urinary Tract Symptoms.

Prevalence

In a 2011 study in the United States Coyne et al
demonstrated that the prevalence of OAB symptoms is
greater than 30%. They found that 1 in 3 adults greater
or equal to 40 years of age reported symptoms of OAB
at least “sometimes”. Although women appeared to
have a higher prevalence from ages 40-70, after the
age of 70 the levels were essentially the same.* To put
this into perspective, patients suffer of OAB symptoms
more commonly than diabetes, asthma, coronary artery
disease or chronic sinusitis just to name a few.

Treatment gaps
Most patients wait long periods after symptom onset to

seek treatment and many do not approach the PCP at all.
Unfortunately many are embarrassed or are fearful that

they will need invasive procedures or surgery. Some have
the perception that there is a lack of available or effective
treatment.® They alter their lifestyle and develop coping
mechanisms such as using diapers or other absorbent
products, wearing dark, baggy clothing, carrying extra sets
of clothing or only traveling where they know bathrooms
are readily accessible” One study found that less than
half of the patients with probable OAB discussed the
symptoms with a PCP and it was the patient who generally
initiated the conversation. Additionally, only a small
percentage of eligible patients are prescribed medication.?

Primary care approach

The key in the PCP approach to OAB is to be able
to provide a simple evaluation as well as having
effective and safe treatment options. This starts with
acknowledging symptoms and then elucidating the
cause. Treatment can be empiric once other urologic and
non urologic causes of the LUTS symptoms are ruled out
or dealt with. The algorithm presented here, Figure 1,
offers a logical and practical approach in evaluating the
patient with symptoms consistent with OAB.

LUTS

[ Is the patient complaining of urgency, frequency, nocturia, incontinence, inability to void or a
poor stream? Are the symptoms more irritative (bladder) or obstructive (outlet)?

J

—$

UA/PSA
Blood Glucose

\ Look for a temporal relationship with new or worsening medical problems. Check the effect \
of medications. Evaluate the urine for abnormalities and, if male, check the prostate-specific
HPE antigen (PSA) level. Verify a blood glucose. Watch for "red flags” such as, previous
hysterectomy, incontinence or prostate surgeries, hematuria without infection, recurrent
urinary tract infections, difficulty emptying the bladder, symptomatic pelvic prolapse, prostatic
nodule enlargement, elevated PSA, concern of urinary retention, or the presence of

W/(_

Desires Therapy

changes.

l J neurological conditions, such as spinal cord injury or stroke. /

~ Evaluating the bother that the symptoms are causing. Many patients just want to verify that
nothing life threatening is occurring. This may be an opportunity to discuss behavioral

J

If the symptoms are irritative, consider a trial of an antimuscarinic or beta 3 agonist. Titraﬁoh
or switching medications at 2-4 week intervals is appropriate. In the male, if a degree of
obstruction is noted, consider treatment with an alpha blocker or a PDE5 inhibitor. In the
enlarged prostate (> 30 grams) consider a 5ARI. Again, it is safe to expect results in 2-4 weeks.

It is important to remember that the patient may have a degree of irritative or obstructive
symptoms and both may require treatment

* Check a post void residual (PVR) in a male prior to treatment for OAB if they risk factors such
as obstructive symptoms, history of incontinence, prostate surgery or neurologic diagnoses. j

Follow Up

|\

If initial treatment after empiric diagnosis fails to alleviate the problem, then it is appropriate
to refer the patient for consultation and possibly advanced testing or other interventions.
Other treatment options include sacral nerve stimulation (SNS), percutaneous nerve

~/ stimulation (PTNS) or intradetrusor injections of onabotulinum toxin A (Botox).

~

J

Figure 1. Practical approach in evaluating the patient with symptoms consistent with overactive bladder (OAB).
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Understanding symptoms

It is essential to recognize that symptoms consistent
with OAB could be medically or urologically based.
Therefore a good understanding of the function of
the genitourinary organs (bladder and prostate) is
crucial. In order to understand abnormal function of
the urinary tract it is helpful to understand normal.

As mentioned earlier the bladder has the function
urine storage. It must also void this urine when an
adequate amount is attained. The bladder normally
holds 300 mL-500 mL of fluid. It should be able to store
this amount at a comfortable and low pressure. When
300 mL-500 mL is reached emptying should occur with
anadequate and comfortable bladder contraction leaving
aminimal residual. Abnormal function of the bladder is
seen as voiding frequently of small amounts (frequency),
having an uncontrollable urge (urgency), not having
enough time or warning to reach the bathroom such that
there is some leakage (urgency urinary incontinence),
or incomplete emptying. Therefore, knowing the
voided volume associated with the symptoms offers
key insights into the bladder function and assists in
identifying its role in the patient’s symptoms. The
bladder should also provide adequate outlet resistance.
Decreased resistance results in incontinence.?

The normal function of the prostate is the production
of fluid for seminal emission. As the male ages the
prostate increases in size. By the sixth decade of
life 50% of men will have some degree of prostate
hyperplasia and by the eighth decade this will increase
to 90%.° If this enlargement compresses the prostatic
urethra then there is the possibility of obstruction
of urinary flow as well as retention. The symptoms
presented may include hesitancy, a weakened stream,
intermittency or straining to void. Symptoms and
bother depend on the degree of this obstruction.
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Therefore, knowing flow of urine offers key insights
into the role of the prostate in the patient’s problem.'

Understanding normal bladder or prostate activity
subsequently helps the PCP understand when urinary
function runs afoul. If the patient has any of the
symptoms of urgency, urge incontinence, frequency,
nocturia, hesitancy and/or decreased flow it is essential
to try to elicit if the primary issue at hand is volume or
flow. If it is volume, focus should be on the bladder.
Volume per void can be readily attained with a bladder
hat, or urine collection vehicle, that the patient can use
in the privacy of their home. This would be kept in the
form of a voiding diary that will be discussed in further
detail later. If the primary problem is flow, then focus
should be on obstruction which is generally the prostate
in men, or maybe a prolapsed bladder in women.?
Defining flow may seem difficult without a flow meter,
but, in fact, adequate flow is exhibited with the “arc” of
the void, not mL/sec. Most patients will understand an
“arc” as opposed to a “dribble”. If volume and flow are
normal then the focus should be on why the patient has
the enhanced fluid production which may be caused by
a medical condition or a medication.

Basic work up: identifying LUTS

The screening for OAB symptoms requires minimal
time from a PCP as a self-administered screener or
questionnaire can be used in most clinical settings. These
tools are not meant to diagnose OAB or incontinence,
rather to identify symptoms that may need treatment
and to help rule out other significant or serious causes
of LUTS>" Understandably, they may not always be
practical in the office of the busy PCP in which case
being familiar with the questions is helpful. Table 1 lists
examples of questions regarding symptom onset,
duration, severity and bother that may be useful.®

TABLE 1. Simple screening questions for evaluation of overactive bladder and incontinence

Do you get sudden urges to go to the bathroom that are so strong you can’t ignore them? (OAB)

How often do you go to the bathroom? Is it more than 8 times in a 24-hour period? (OAB)

Do you have uncontrollable urges to urinate that sometimes result in wetting accidents? (urge incontinence)

Do you leak urine on the way to the bathroom?

(urge incontinence)

Do you frequently get up two or more times during the night to go to the bathroom? (OAB)

Do you avoid places you think won’t have a nearby restroom?

(OAB or urge incontinence)

When you're in an unfamiliar place, do you make sure you know where the restroom is? (OAB or urge incontinence)

Do you leak urine when you laugh, cough or sneeze?

Do you use absorbent pads to keep from wetting your clothes?

(stress incontinence)

(stress incontinence
or urge incontinence)
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Basic work up: history, physical, labs and
role of other tests

Once symptoms are identified the evaluation should
turn to the history, physical and a limited laboratory
evaluation. During the examination it is useful to pay
attention to items that may be transient or reversible.
It is also helpful to try to identify any temporal
relationship between the patient’s symptoms and any
changes or new occurrences in their medical history.
Recognizing the temporal relationship between the
symptoms and recent medical conditions is helpful.
The symptoms the patient has may well have been
present for some time, however, a recent change (i.e.,
diet, surgery medication) may have exacerbated the
problem.

The past medical history may identify poorly
controlled diabetes, apnea, congestive heart failure or
renal abnormalities. A full neurological history should

be taken looking for the onset of dementia, Parkinson’s,
spinal cord injury or stenosis, multiple sclerosis or
stroke. Functional and cognitive assessment should
be performed on older adult patients. Dietary
habits, especially fluids, have long been thought to
be associated with urinary symptoms and should be
addressed in the history.®> Prior surgeries need to be
addressed, especially any genitourinary intervention
(examples include prostate surgery, hysterectomy or
bladder suspensions). Orthopedic procedures can be
the cause of transient OAB as a result of temporary
mobility issues. Obstetrical history should be
addressed in females as several or difficult vaginal
deliveries can predispose the patient to OAB or stress
incontinence. Medications should be reviewed to see if
any association with the symptoms could be made. For
example, the timing of a diuretic could have profound
effects on urinary habits. Medications that can affect
urinary function are listed in Table 2.°

TABLE 2. Medications that affect bladder function®

Medication
Angiotensin converting enzyme inhibitors
(captopril, lisinopril, enalapril)

Alpha-adrenergic agonists

Alpha-receptor agonists
(pseudoephreine, ephedrine)

Alpha-receptor antagonists
(prazosin, terazosin, doxazocin)

Anticholinergics
(H1 antihistamines, antiparkinsonian agents)

Antidepressants, tricyclic
Antipsychotics, sedatives

Beta-receptor antagonists
(propranolol, metoprolol, atenolol)

Calcium channel blockers
(verapamil, diltiazem, nifedipine)

Diuretics

Methylxanthines (caffeine, theophylline)
Neuroleptics (thioridazine, chlorpromazine)
Other (caffeine and alcohol)

Opiods

Sedative-hypnotics

Effect
Increased cough leading to stress urinary incontinence (UI)

Increase urethral resistance causing post void dribbling, straining,
hesitancy in urine flow

Urethral constriction, urinary retention (male)

Urethral relaxation and decreases urethral resistance causing
stress Ul (females) with UI with cough, sneeze, or other activity

Urinary retention with symptoms of post void dribbling, straining,
hesitancy in urine flow, overflow incontinence, fecal impaction

Anticholinergic effect, alpha-receptor antagonist effect causing
post void dribbling, straining, hesitancy in urine flow

Actassedative causing confusion, may relax destrusor muscle leading
to urinary retention

Urinary retention
Urinary retention, fecal impaction

Increases urine production (polyuria) and volume leading to
urgency and frequency

Polyuria, bladder irritation

Anticholinergic effect, sedation

Act as diuretic leading to urgency and frequency, induces sedation
Urinary retention, fecal impaction, sedation, delirium

Sedation effect may relax detrusor muscle
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The physical examination should focus on detecting
abnormalities that could contribute to the symptomology.
The neurological examination could start by observing
the patient’s gait as they walk into the room or down the
hall. Noting a limp, poor coordination, dysarthria, facial
asymmetry or other findings may indicate neurological
conditions such as a stroke or multiple sclerosis. A
brief mental status examination can be performed by
observing the patient’s general appearance and their
response to questions. Alertness, orientation, memory
and thought content can be useful parameters in
assessing the patient.

Body mass index (BMI) should be noted as there is
a strong relationship between increasing BMI (> 30)
and the likelihood of female UL" Identifying this
correlation provides an opportunity for the PCP to
discuss lifestyle changes for the patient as moderately
obese women who undergo even a small weight loss
can decrease their LUTS.

The abdomen should be checked for masses, hernias
or a distended bladder. In the female, the genitalia is
assessed for vaginal abnormalities such as a prolapse of
the bladder or uterus, atrophic vaginitis or urogenital
atrophy and rectal sphincter tone. Having the patient
cough during the pelvic exam may help identify SUIL
In a male, it is important to assess the prostate for
enlargement, nodules, asymmetry or tenderness. The
penis should be examined for scars lesions or meatal
stenosis. If a foreskin is present it should be checked
to verify that it can retract over the glans and is not
phimotic. The rectum should also be assessed for tone.

A urinalysis performed by dipstick or microscopic
examination is strongly recommended to check for
blood, protein, glucose or any signs of infection.

Although hematuria or pyuria are not always
found in conditions such as bladder cancer, stones or
infection, a normal urinalysis makes these diagnoses
less likely.! It is not adequate to use the urinalysis to
rule out the possibility of diabetes as the serum blood
sugar must be over 180 mg/dL before glucose is spilled
into the urine.”? Therefore fasting or random blood
sugar is needed to identify hyperglycemia as the onset
of polyuria/polydipsia in the diabetic could certainly
mimic the symptoms of OAB. If the PCP suspects
obstruction in the male patient renal function studies
may identify upper tract involvement.

There has been tremendous controversy regarding
checking the prostate-specific antigen (PSA) level.”® It
must be remembered that the PSA is prostate specific
and not cancer specific. In fact, it was shown that a
PSA value of 1.5 ng/mL, in any age male, correlates to
a minimal volume of 30 cc.” Knowing the size of the
prostate can help guide therapeutic options. As was
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shown in the placebo arm of the Medical Therapy of
Prostatic Symptoms (MTOPS) a prostate volume of 31 cc
is directly related to increased risk of progression or
worsening of LUTS caused by the obstructing prostate.’

A bladder or voiding diary can be very helpful
in evaluating the extent of the problem and offering
clues on how best to proceed with evaluation and
treatment. It is a simple and practical method of
obtaining detailed information about a patient’s
voiding habits.” The basic structure of the diary or log
is to keep track of timing of the voided volume as well
as preceding urgency. With the use of a diary patients
may become aware of various habits that contribute
to their symptoms that they can subsequently be
changed in order to eliminate or minimize symptoms.
For instance, they may find the problems are only at
work when they may be rushing through the voiding
process, when drinking a large amount of fluid at the
movie or unable to readily access a restroom.

The post void residual (PVR) is not necessary in
the initial evaluation of the uncomplicated patient
(i.e., patients without a history of or risk factors for
urinary retention).! Risk factors for retention include
obstructive symptoms, history of incontinence,
prostate surgery or neurologic diagnoses. Although
there are many opinions regarding the absolute
values, a PVR of less than 50 mL represents reasonably
efficient voiding and therefore places the patient at
low risk of retention. APVR over 200 mL is consistent
with clinically significant inadequate emptying and
therefore the patient is at higher risk of retention.'?
An increased PVR may be a problem as it causes a
significant decrease in functional bladder capacity
which can lead to symptoms of urgency, frequency
or nocturia.'® A high PVR can also result in recurrent
urinary tractinfections."” Inregards to the patient with
BPH, a large residual urine volume is consistent with
a significant risk of disease progression. One reason
to check the PVR is when the patient’s symptoms are
refractory to initial therapy and the PCP is trying to
check for retention as a result of severe obstruction
as the source for the poor response. If this value is
needed, it can be measured by direct catheterization
or ultrasound scanning. Regardless of the technique
used it is important for the patient to have the test
performed when they have a full bladder.

Urodynamic studies are not necessary in the
majority of patients, especially those without neurologic
compromise, and are not recommended in the
uncomplicated patient.! If the patient is refractory to
therapy or symptoms worsen, then the test may be
considered as one looks for other causes such as detrusor
sphincter dysenergia. Cystoscopy has a role only in the
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patient with hematuria or who is refractory to therapy.
Radiological evaluation, beyond a portable bladder
ultrasound, is reserved for those with hematuria or a
palpable mass noted on examination.

Red flags

Referral to a specialist should be considered if a significant
finding is discovered during a work up. Criteria for
referral include an uncertain diagnosis, unsuccessful
therapy, previous surgery such as a hysterectomy,
previous incontinence surgeries, hematuria without
infection, recurrent urinary tract infections, difficulty
emptying the bladder, symptomatic pelvic prolapse,
prostatic nodule enlargement, abnormal PVR volume,
or the presences of neurological conditions, such as
spinal cord injury, stroke or an abnormal PSA, if tested.

Treatment choices: is therapy wanted?

The PCP should recognize that not all patients
desire intervention. They may have been concerned
that the symptoms they presented with represent
something life threatening. They may believe that
taking medications or any other intervention is of
greater concern than symptoms or even some of the
associated quality-of-life issues.’® One simple question
at this point may be enough: “Are your symptoms
bad enough that it would justify taking a medication
each day or having a surgical procedure?” This should
be asked in such a way that the patient is aware that
they can come back at any time if, and when, they
are ready for intervention. All patients, whether
they choose intervention or not, may benefit from
behavioral modifications. Behavioral modification
involves educating the patient as to the normal
process of micturition and then showing them how
their specific symptoms define an abnormal situation.
The goal of this intervention is to teach the patient to
inhibit urgency and to improve voluntary control over
bladder function. If the patient is actively involved
in the diagnosis and then subsequent treatment, their
expectations are more readily attainable. Behavioral
therapy may involve pelvic floor muscle exercises,
bladder retraining (which includes patient education
and timed or delayed voiding), changing the timing
of various medications like diuretics, dietary changes
(i.e., reducing or eliminating the intake of caffeinated
beverages) or encouraging exercise and weight loss.
Preventing or alleviating constipation can also help
avoid OAB symptoms.

This behavioral modification should be offered
to all patients regardless of the chosen interventions.

7

The literature shows that the combination of both
behavioral and pharmacological therapies greatly
enhances the likelihood of a positive outcome
compared with either intervention alone.”

Treatment choices: overactive bladder

This is for the patient with identified irritative symptoms
who desires therapy.

The principle of pharmacologic management of OAB
is to curb the symptoms. The most bothersome and
most significant symptom of OAB is urgency with or
without urgency incontinence. The patients will void
frequently with small volumes. The goals of treatment
are to decrease the urgency, increase the voided volumes
and interval between voids. Therefore, medications
to treat OAB should either block contraction of the
bladder or facilitate storage. Although, many PCPs are
apprehensive about treating men with OAB for the fear of
causing retention the risk is, in fact, very low."? Currently
there are two classes of medications to treat OAB,
antimuscarinics which inhibit contraction of the bladder
and beta 3 agonists that facilitate bladder relaxation.

The antimuscarinic class has been available for
many years and there are several options, Table 3.2
They are all efficacious in treating the symptoms of
OAB within a few weeks, although titration of the
medication or switching within the class may be
necessary to achieve a suitable result for the patients.
The side effects of dry mouth, constipation, headaches
and blurred vision occur across the class, however,
the degree for each agent varies and the extended
release medications fare better in this regard than the
immediate release. The contraindications for use of
antimuscarinics include urinary or gastric retention
as well as uncontrolled narrow-angle glaucoma.
Warnings include angiodema (face, lips, tongue, and
larynx), clinically significant bladder outlet obstruction
and decreased gastric motility. There are precautions
for CNS effects (especially in the elderly) as well as
in use in patients with myasthenia gravis. There
have been some recent studies, such as DuBeau et al
(fesoterodine) that have demonstrated the safety and
efficacy of certain OAB drugs in medically complex
vulnerable elderly patients (mean age 75).*!

The beta 3 agonist class is the new entry for
the treatment of OAB. Currently there is only one
medication available, mirabegron, Table 3.*° The
recommended starting dose of 25 mg is effective within
8 weeks. Based on patient efficacy and tolerability the
dose may be increased to 50 mg anytime within that
8 week period. There are no contraindications listed
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TABLE 3. Medications for overactive bladder?®

Drug Brand name

Antimuscarinics - immediate release (IR)
Oxybutynin IR Ditropan
Tolterodine IR Detrol
Trospium chloride Sanctura (US)

Trosec (Canada)

Antimuscarinics - extended release (ER)

Darifenacin ER Enablex
Fesoterodine ER Toviaz
Oxybutynin ER Ditropan XL
Oxybutynin TDS Oxytrol
Oxybutynin 10% gel Gelnique
Solifenacin Vesicare
Tolterodine ER Detrol LA
Trospium chloride Sanctura XR (US)
Beta 3 agonists
Mirabegron Myrbetriq

Dose Dosing Indications
5mg 2-4 x/day OAB
1 mg-2 mg Twice daily OAB
20 mg Twice daily OAB
7.5mg, 15mg Daily OAB
4mg, 8 mg Daily OAB
5 mg-30 mg Daily OAB
3.9 mg =1 patch Twice weekly OAB
100 mg =1 g of gel Daily OAB
5mg, 10 mg Daily OAB
2 mg-4mg Daily OAB
60 mg Daily OAB
25 mg, 50 mg Daily OAB

in the prescribing information. Common side effects
include hypertension, nasopharyngitis, urinary tract
infections or headaches. It is not recommended for
use in severe uncontrolled hypertension. It should be
used with caution in patients with urinary retention or
with bladder outlet obstruction or in patients taking
an antimuscarinic.?

Although the antimuscarinic and beta 3 agonist
class are the first line of pharmacologic therapy
for OAB there may be a role for other medications.
Estrogen therapy (transvaginal) also may have a role
in treatment of the irritative symptoms of urgency
and frequency associated with vaginal and urogenital
atrophy; however, there is a lack of data which support
any particular dosing regimen, route of administration,
or treatment duration.”

Treatment choices: prostate related LUTS (BPH)

This should be considered for the symptomatic male patient
with obstructive symptoms alone or mixed with irritative
symptoms who desires therapy.

OAB and BPH can certainly both occur in the male
so the question becomes which to treat first. There is
an understandable concern that the inhibitory effect
of antimuscarinics and beta 3 agonists may worsen
voiding difficulties or result in retention, especially in
men at risk.2%? Although the risk is low, a logical and
safe approach is to treat the obstructive symptoms first.
Furthermore, there are data showing that treatment of
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the voiding component of LUTS can also improve the
storage symptoms.” Then, if symptoms persist, the
provider can add on or substitute treatment for the
irritative symptoms.*

Initiating treatment with an alpha-blocker, or
alpha antagonist, is an option for the obstructive
patient with a small prostate (< 30 mL). The currently
recommended medications include the non-selective
second generation alpha-blockers (doxazosin and
terazosin) and more uroselective third generation
alpha-blockers (alfuzosin, tamsulosin, silodosin).?® By
inhibiting alphal-adrenergic-mediated contraction of
prostatic smooth muscle, alpha-blocker therapy relieves
the bladder outlet obstruction with a noticeable effect
for the patient within a few days.! For many men, this
is sufficient for satisfactory relief of symptoms. Patients
with smaller prostates tend to benefit the most from this
monotherapy. Treatment failure with alpha-blockers is
higher in men with larger prostate volumes.”” Common
side effects reported with alpha-blocker therapy include
orthostatic hypotension, dizziness, tiredness, ejaculatory
problems and nasal congestion.! The uroselective
alpha-blockers seem to have fewer side effects than the
non-selective ones; however, they can be associated with
light-headedness and a higher incidence of ejaculatory
dysfunction. An additional risk is floppy iris syndrome
noted during cataract surgery.® As a result of this risk,
ophthalmologists preparing the patient for cataract
surgery should be aware of current alpha-blocker use.
As aclass, the alpha-blockers work quickly, with patients
possibly noting a response within a few days.
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The PDED5i class is relatively new as a treatment for
BPH-LUTS. In the United States, Canada, Europe and
some Asian countries only tadalafil is approved for this
indication, although others have been studied.”* The
exact mechanism of action is unknown, it is believed
that the PDED5i increase the signaling of the NO/cGMP
pathway, which, in turn, reduces smooth muscle tone
in the lower urinary tract.* In a study published in
2012, Oekle et al compared tadalafil and tamsulosin
in a placebo controlled study. They noted statistically
significant, yet similar, improvements versus placebo in
BPH-LUTS as early as 1 week which was sustained for
the 12 week study period. PDE5i differentiate themselves
from alpha-blockers with the effect on sexual dysfunction.
The most significant, yet expected, difference was that
tadalafil improved erectile dysfunction.® Common
side effects of the PDESi include headache, back pain,
dizziness and dyspepsia. These side effects are less in
the once daily dosing used for BPH as opposed to the
on-demand dosing used for erectile dysfunction.*?
They are contraindicated in patients who use nitrates,
and should be used with caution in patients treated
with alpha-blockers, since the combination may lead to
hypotension. Tadalafil should not be used in patients
with a history of non-arteritic anterior ischemic optic
neuropathy (NAION).” Cardiac status must be assessed
for patient risk before taking these medications.*

Patients with a large prostate (> 30 mL) may find
that treating the dynamic component of BPH-LUTS
with only an alpha-blocker or a PDED5i is not sufficient,
and neither of those medications will halt the growth of
the prostate. This enlargement may result in worsening
symptoms as well as the risk of acute urinary retention
and possibly the need for surgical intervention. The goal
of therapy then becomes preventing the progression
by reducing the static component or the bulk of this
enlarged gland. Prostate growth is stimulated by
dihydrotestosterone (DHT) with is converted from
testosterone by the 5-alpha reductase inhibitor (5ARI).
Decreases in DHT have been shown to induce prostatic
epithelial apoptosis, reducing prostate size and
decreasing PSA up to 50% after 6-12 months.***

There are two 5ARIs available, finasteride and
dutasteride.® Both medications showed significant
improvement over placebo in reducing prostate size and
reducing the risks of symptom progression, acute urinary
tract retention and surgical intervention.* Quick relief
will not occur with the 5ARI alone as either medications
generally require 3-6 months before the effect is noted.
For this reason combination with an alpha-blocker or a
PDED5i with the 5ARI is recommended. Studies have also
shown that early and continued combination therapy
results in significant improvement in symptom and
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bother scores as compared to monotherapy with either
medication.*** In regards to stopping combination
therapy in favor of monotherapy, the studies are
inconclusive and expert opinion favors continuing
combination therapy in the at-risk patient.'**

The most commonly reported adverse reactions
of the 5ARIs include decreased libido, ejaculatory
disorders, erectile dysfunction and gynecomastia.*® The
clinician should be aware that the PSA level will reduce
approximately 50% within the first year and should never
increase aslong as the 5ARI s still be used. Any elevation
should therefore be investigated.! Two crucial trials on
prostate cancer chemoprevention found a slightly higher
incidence of high-grade cancers in the 5ARI patients as
compared to those taking placebo.** Although experts
have debated the relationship the patient should be made
aware of the risk and monitored appropriately.

Follow up

There is no set rule on the interval for follow up after
initiating treatment for OAB. Some PCPs find a
2 week interval is adequate while others recommend
4 week. Whatis importantis that there is a conversation
between the patient and the PCP outlining expectations.
The PCP should address these expectations and
encourage the patient not to give up if these expectations
are not met immediately.* Each follow up appointment
should reinforce behavioral modifications as well
as medication compliance. If the initial medication
dose does not provide the desired effect then a simple
drug change or titration may help. There are many
medication choices and no one treatment is right for
every patient, therefore, failing with one drug or class
allows an opportunity to try another. Historically, there
has been a high discontinuation rate with OAB therapy.
Having multiple medications within a class, as well as
more than one class may assist in reversing this trend.

If a PVR was performed as part of the initial
evaluation, it may be prudent to check it again during
the follow up period. Studies have shown that if
retention is to occur when on medication therapy;, it is
likely to happen within the first 30 days.*

When to call in the specialist

As emphasized throughout this paper, the diagnosis
of OAB can be made empirically without the use of
specialized equipment or testing, and thus, treatment
can be initiated comfortably by the PCP. However, it
can be expected that in some cases treatment will fail to
alleviate the problem even after switching medications
or titrating them. In that situation it is appropriate to
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refer the patient for consultation and possibly advanced
testing or other interventions.

Other treatment options include sacral nerve
stimulation (SNS), percutaneous nerve stimulation
(PTNS) or intradetrusor injections of onabotulinum
toxin A (Botox).!

Conclusion

The evaluation and treatment of uncomplicated OAB
should, most definitely, be in the domain of the PCP.
However, facilitating this takes the teamwork of the
patient, the PCP and the specialist. The patient must
be willing to discuss his or her symptoms, make
recommended lifestyle changes and adhere to prescribed
medications. The PCP, must first ask the questions and
then needs to educate the patient on normal versus
abnormal urinary function, be able to diagnose OAB,
set realistic goals, provide initial treatment and refer
when necessary. In addition to offering treatment for the
refractory or complicated patient, the specialist must offer
education for the PCP in regards to initial management
and, more importantly, what “red flags” to watch for and
when to refer. OAB does not take your life, but it can
steal it. Awareness can help those that suffer in silence.
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