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Patients with atopic eczema may also develop severe oral-facial HSV
infections (eczema herpeticum), which may rapidly involve extensive
areas of skin and occasionally disseminate to visceral organs. Extensive
eczema herpeticum has resolved promptly with the administration of
IV acyclovir. Erythema multiforme may also be associated with HSV
infections (see Figs. 70-9 and 25e-25); some evidence suggests that
HSV infection is the precipitating event in ~75% of cases of cutaneous
erythema multiforme. HSV antigen has been demonstrated both in
circulatory immune complexes and in skin lesion biopsy samples from
these cases. Patients with severe HSV-associated erythema multiforme
are candidates for chronic suppressive oral antiviral therapy.
HSV-1 and varicella-zoster virus (VZV) have been implicated in
the etiology of Bell’s palsy (flaccid paralysis of the mandibular portion
of the facial nerve). Some but not all trials have documented quicker
resolution of facial paralysis with the prompt initiation of antiviral
therapy, with or without glucocorticoids. However, other trials have
shown little benefit. Thus there is no consensus on the relative value
of antiviral drugs alone, glucocorticoids alone, and the two modalities
combined for the treatment of Bell’s palsy.

PART 8
Infectious Diseases

Genital Infections First-episode primary genital herpes is characterized by fever, headache, malaise, and myalgias. Pain, itching, dysuria,
vaginal and urethral discharge, and tender inguinal lymphadenopathy
are the predominant local symptoms. Widely spaced bilateral lesions
of the external genitalia are characteristic (Fig. 216-1). Lesions may
be present in varying stages, including vesicles, pustules, or painful
erythematous ulcers. The cervix and urethra are involved in >80% of
women with first-episode infections. First episodes of genital herpes
in patients who have had prior HSV-1 infection are associated with
systemic symptoms in a few patients and with faster healing than
primary genital herpes. Subclinical DNAemia has been found in ~30%
of cases of true primary genital herpes. The clinical courses of acute
first-episode genital herpes are similar for HSV-1 and HSV-2 infection. However, the recurrence rates of genital disease differ with the
viral subtype: the 12-month recurrence rates among patients with firstepisode HSV-2 and HSV-1 infections are ~90% and ~55%, respectively
(median number of recurrences, 4 and <1, respectively). Recurrence
rates for genital HSV-2 infections vary greatly among individuals and

over time within the same individual. HSV has been isolated from
the urethra and urine of men and women without external genital
lesions. A clear mucoid discharge and dysuria are characteristics of
symptomatic HSV urethritis. HSV has been isolated from the urethra
of 5% of women with the dysuria-frequency syndrome. Occasionally,
HSV genital tract disease is manifested by endometritis and salpingitis
in women and by prostatitis in men. About 15% of cases of HSV-2
acquisition are associated with nonlesional clinical syndromes, such as
aseptic meningitis, cervicitis, or urethritis. A more complete discussion
of the differential diagnosis of genital herpes is presented in Chap. 163.
Both HSV-1 and HSV-2 can cause symptomatic or asymptomatic
rectal and perianal infections. HSV proctitis is usually associated
with rectal intercourse. However, subclinical perianal shedding of
HSV is detected in women and men who report no rectal intercourse.
This phenomenon is due to the establishment of latency in the sacral
dermatome from prior genital tract infection, with subsequent reactivation in epithelial cells in the perianal region. Such reactivations
are often subclinical. Symptoms of HSV proctitis include anorectal
pain, anorectal discharge, tenesmus, and constipation. Sigmoidoscopy
reveals ulcerative lesions of the distal 10 cm of the rectal mucosa.
Rectal biopsies show mucosal ulceration, necrosis, polymorphonuclear
and lymphocytic infiltration of the lamina propria, and (in occasional
cases) multinucleated intranuclear inclusion-bearing cells. Perianal
herpetic lesions are also found in immunosuppressed patients receiving cytotoxic therapy. Extensive perianal herpetic lesions and/or HSV
proctitis is common among patients with HIV infection.
Herpetic Whitlow Herpetic whitlow—HSV infection of the finger—
may occur as a complication of primary oral or genital herpes by inoculation of virus through a break in the epidermal surface or by direct
introduction of virus into the hand through occupational or some
other type of exposure. Clinical signs and symptoms include abruptonset edema, erythema, and localized tenderness of the infected finger.
Vesicular or pustular lesions of the fingertip that are indistinguishable
from lesions of pyogenic bacterial infection are seen. Fever, lymphadenitis, and epitrochlear and axillary lymphadenopathy are common.
The infection may recur. Prompt diagnosis (to avoid unnecessary
and potentially exacerbating surgical therapy and/or transmission) is
essential. Antiviral chemotherapy is usually recommended (see below).
Herpes Gladiatorum HSV may infect almost any area of skin.
Mucocutaneous HSV infections of the thorax, ears, face, and hands
have been described among wrestlers. Transmission of these infections
is facilitated by trauma to the skin sustained during wrestling. Several
recent outbreaks have illustrated the importance of prompt diagnosis
and therapy to contain the spread of this infection.
Eye Infections HSV infection of the eye is the most common cause
of corneal blindness in the United States. HSV keratitis presents as
an acute onset of pain, blurred vision, chemosis, conjunctivitis, and
characteristic dendritic lesions of the cornea. Use of topical glucocorticoids may exacerbate symptoms and lead to involvement of deep
structures of the eye. Debridement, topical antiviral treatment, and/or
IFN therapy hastens healing. However, recurrences are common, and
the deeper structures of the eye may sustain immunopathologic injury.
Stromal keratitis due to HSV appears to be related to T cell–dependent
destruction of deep corneal tissue. An HSV-1 epitope that is autoreactive with T cell–targeting corneal antigens has been postulated to be
a factor in this infection. Chorioretinitis, usually a manifestation of
disseminated HSV infection, may occur in neonates or in patients with
HIV infection. HSV and VZV can cause acute necrotizing retinitis as
an uncommon but severe manifestation.

Figure 216-1 Genital herpes: primary vulvar infection, with multiple, extremely painful, punched-out, confluent, shallow ulcers on
the edematous vulva and perineum. Micturition is often very painful.
Associated inguinal lymphadenopathy is common. (Reprinted with
permission from K Wolff et al: Fitzpatrick’s Color Atlas & Synopsis of Clinical
Dermatology, 5th ed. New York, McGraw-Hill, 2005.)

HPIM19_Part08_p1021-p1436.indd 1178

Central and Peripheral Nervous System Infections HSV accounts for
10–20% of all cases of sporadic viral encephalitis in the United States.
The estimated incidence is ~2.3 cases per 1 million persons per year.
Cases are distributed throughout the year, and the age distribution
appears to be biphasic, with peaks at 5–30 and >50 years of age. HSV-1
causes >95% of cases.
The pathogenesis of HSV encephalitis varies. In children and young
adults, primary HSV infection may result in encephalitis; presumably,
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