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PART 2
Cardinal Manifestations and Presentation of Diseases

Because ED commonly involves a host of endothelial cell risk
factors, men with ED report higher rates of overt and silent myocardial infarction. Therefore, ED in an otherwise asymptomatic male
warrants consideration of other vascular disorders, including CAD.
The physical examination is an essential element in the assessment of ED. Signs of hypertension as well as evidence of thyroid,
hepatic, hematologic, cardiovascular, or renal diseases should be
sought. An assessment should be made of the endocrine and vascular systems, the external genitalia, and the prostate gland. The penis
should be palpated carefully along the corpora to detect fibrotic
plaques. Reduced testicular size and loss of secondary sexual characteristics are suggestive of hypogonadism. Neurologic examination
should include assessment of anal sphincter tone, investigation of
the bulbocavernosus reflex, and testing for peripheral neuropathy.
Although hyperprolactinemia is uncommon, a serum prolactin
level should be measured, as decreased libido and/or ED may be
the presenting symptoms of a prolactinoma or another mass lesion
of the sella (Chap. 403). The serum testosterone level should be
measured, and if it is low, gonadotropins should be measured to
determine whether hypogonadism is primary (testicular) or secondary (hypothalamic-pituitary) in origin (Chap. 411). If not performed recently, serum chemistries, complete blood count (CBC),
and lipid profiles may be of value, as they can yield evidence of
anemia, diabetes, hyperlipidemia, or other systemic diseases associated with ED. Determination of serum prostate-specific antigen
(PSA) should be conducted according to recommended clinical
guidelines (Chap. 115).
Additional diagnostic testing is rarely necessary in the evaluation of ED. However, in selected patients, specialized testing may
provide insight into pathologic mechanisms of ED and aid in the
selection of treatment options. Optional specialized testing includes
(1) studies of nocturnal penile tumescence and rigidity, (2) vascular
testing (in-office injection of vasoactive substances, penile Doppler
ultrasound, penile angiography, dynamic infusion cavernosography/
cavernosometry), (3) neurologic testing (biothesiometry-graded
vibratory perception, somatosensory evoked potentials), and
(4) psychological diagnostic tests. The information potentially
gained from these procedures must be balanced against their invasiveness and cost.
TREATMENT

Male Sexual Dysfunction

PATIENT EDUCATION
Patient and partner education is essential in the treatment of ED.
In goal-directed therapy, education facilitates understanding of
the disease, the results of the tests, and the selection of treatment.
Discussion of treatment options helps clarify how treatment is best
offered and stratify first- and second-line therapies. Patients with
high-risk lifestyle issues such as obesity, smoking, alcohol abuse,
and recreational drug use should be counseled on the role those
factors play in the development of ED.
Therapies currently employed for the treatment of ED include oral
PDE-5 inhibitor therapy (most commonly used), injection therapies,
testosterone therapy, penile devices, and psychological therapy. In
addition, limited data suggest that treatments for underlying risk
factors and comorbidities—for example, weight loss, exercise, stress
reduction, and smoking cessation—may improve erectile function.
Decisions regarding therapy should take into account the preferences and expectations of patients and their partners.
ORAL AGENTS
Sildenafil, tadalafil, vardenafil, and avanafil are the only approved
and effective oral agents for the treatment of ED. These four
medications have markedly improved the management of ED
because they are effective for the treatment of a broad range
of causes, including psychogenic, diabetic, vasculogenic, postradical prostatectomy (nerve-sparing procedures), and spinal cord
injury. They belong to a class of medications that are selective and
potent inhibitors of PDE-5, the predominant phosphodiesterase

HPIM19_Part02_p087-p424.indd 328

isoform found in the penis. They are administered in graduated
doses and enhance erections after sexual stimulation. The onset
of action is approximately 30–120 min, depending on the medication used and other factors, such as recent food intake. Reduced
initial doses should be considered for patients who are elderly,
are taking concomitant alpha blockers, have renal insufficiency,
or are taking medications that inhibit the CYP3A4 metabolic pathway in the liver (e.g., erythromycin, cimetidine, ketoconazole, and
possibly itraconazole and mibefradil), as they may increase the
serum concentration of the PDE-5 inhibitors (PDE-5i) or promote
hypotension.
Initially, there were concerns about the cardiovascular safety of
PDE-5i drugs. These agents can act as a mild vasodilator, and warnings exist about orthostatic hypotension with concomitant use of
alpha blockers. The use of PDE-5i is not contraindicated in men who
are also receiving alpha blockers, but they must be stabilized on this
blood pressure medication prior to initiating therapy. Concerns also
existed that use of PDE-5i would increase cardiovascular events.
However, the safety of these drugs has been confirmed in several
controlled trials with no increase in myocardial ischemic events or
overall mortality compared to the general population.
Several randomized trials have demonstrated the efficacy of this
class of medications. There are no compelling data to support the
superiority of one PDE-5i over another. Subtle differences between
agents have variable clinical relevance (Table 67-2).
Patients may fail to respond to a PDE-5i for several reasons
(Table 67-3). Some patients may not tolerate PDE-5i secondary to
adverse events from vasodilation in nonpenile tissues expressing
PDE-5 or from the inhibition of homologous nonpenile isozymes
(i.e., PDE-6 found in the retina). Abnormal vision attributed to the
effects of PDE-5i on retinal PDE-6 is of short duration, reported only
with sildenafil and not thought to be clinically significant. A more
serious concern is the possibility that PDE-5i may cause nonarteritic anterior ischemic optic neuropathy; although data to support
that association are limited, it is prudent to avoid the use of these
agents in men with a prior history of nonarteritic anterior ischemic
optic neuropathy.
Testosterone supplementation combined with a PDE-5i may be
beneficial in improving erectile function in hypogonadal men with
ED who are unresponsive to PDE-5i alone. These drugs do not affect
ejaculation, orgasm, or sexual drive. Side effects associated with
PDE-5i include headaches (19%), facial flushing (9%), dyspepsia
(6%), and nasal congestion (4%). Approximately 7% of men using
sildenafil may experience transient altered color vision (blue halo
effect), and 6% of men taking tadalafil may experience loin pain.
PDE-5i is contraindicated in men receiving nitrate therapy for
cardiovascular disease, including agents delivered by the oral, sublingual, transnasal, and topical routes. These agents can potentiate
its hypotensive effect and may result in profound shock. Likewise,
amyl/butyl nitrate “poppers” may have a fatal synergistic effect
on blood pressure. PDE-5i also should be avoided in patients with
congestive heart failure and cardiomyopathy because of the risk
of vascular collapse. Because sexual activity leads to an increase
in physiologic expenditure (5–6 metabolic equivalents [METS]),
physicians have been advised to exercise caution in prescribing any
drug for sexual activity to those with active coronary disease, heart
failure, borderline hypotension, or hypovolemia and to those on
complex antihypertensive regimens.
Although the various forms of PDE-5i have a common mechanism of action, there are a few differences among the four agents
(Table 67-2). Tadalafil is unique in its longer half-life, whereas avanafil
appears to have the most rapid onset of action. All four drugs are
effective for patients with ED of all ages, severities, and etiologies.
Although there are pharmacokinetic and pharmacodynamic differences among these agents, clinically relevant differences are not clear.
ANDROGEN THERAPY
Testosterone replacement is used to treat both primary and secondary
causes of hypogonadism (Chap. 411). Androgen supplementation
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