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Herpes simplex virus type 2  (HHV-2) is one of 
the most common sexually transmitted diseases 
in the world. In the immunocompromised host, 
including patients with human immunodeficiency 
virus (HIV), herpes simplex virus is at high risk for 
reactivation. We present a woman with HIV and a 
large ulcer of the palm determined to be HHV-2. 
Not only was the location of her ulcer unusual, 
but her CD4 lymphocyte count continued to drop 
despite improvement of the palmar ulceration with 
treatment. As a result, her palmar HHV-2 ulcer 
became an AIDS-defining complex.
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Herpes simplex virus types 1 (HHV-1) and 
2 (HHV-2) typically are vesicular orolabial 
and genital eruptions with primary, latent, and 

recurrent infections. Herpes simplex virus type 2, 
spread principally by sexual contact, is one of the most 
common sexually transmitted diseases in the world. 

Case Report
A 34-year-old woman with human immunodeficiency 
virus (HIV) presented with a 6.534-cm painful ulcer 
with deep undermined borders of her right hand 
(Figure 1A). The ulcer had been increasing in size 
for several months and had not responded to antibi-
otic ointment. She had no constitutional symptoms. 
Aside from HIV, she had no other relevant medical 
history. The differential diagnosis of the hand lesion 

included squamous cell carcinoma, viral infection, 
mycobacterial infection, and deep fungal infection. 

A biopsy showed a broad ulcer with rare degener-
ated keratinocytes. Multinucleated cells with nuclear 
molding and intranuclear inclusions were identi-
fied, compatible with herpesvirus cytopathic effect  
(Figure 2). Viral cultures grew HHV-2. At a subse-
quent visit, the patient was questioned about any 
history of genital or oral ulceration, which she denied, 
and she was started on acyclovir 800 mg 3 times 
daily. The ulcer cleared after 3 weeks of therapy but 
then recurred despite continued treatment. She was 
switched to famciclovir 500 mg twice daily and the 
lesion improved (Figure 1B). 

In the 9 months preceding her initial presen-
tation, the patient’s CD4 lymphocyte count had 
dropped from 375 to 267 cells/mm3 (reference range, 
500–1000 cells/mm3; AIDS, ,200 cells/mm3). Despite 
improvement of the herpetic ulceration on the hand 
with treatment of HHV-2, her CD4 lymphocyte 
count continued to drop from 267 to 181 cells/mm3. 

Comment
Herpes simplex virus primary infection usually pre-
sents within 3 to 7 days after exposure with a viral 
prodrome plus localized tenderness and burning.1,2 
These sensations precede painful vesicles on an ery-
thematous base progressing to pustules and ulceration. 
Typically, multiple grouped vesicles develop followed 
by crusting and resolution within 2 to 6 weeks.1,2 

The virus replicates at the infection site and 
traverses through axons to the dorsal root ganglion 
where it remains dormant until reactivation. Reac-
tivation can occur spontaneously or with a stimulus 
such as UV radiation, stress, fever, or immunosup-
pression.1,2 Shedding of the virus can occur regardless 
of symptoms.3 Similar to our patient, 75% to 90% 
of seropositive HHV-2 patients report no history of 
primary infection.1 

Herpes simplex virus can occur anywhere on the 
body including the finger in herpetic whitlow, dis-
seminated forms in eczema herpeticum and herpes 
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gladiatorum, the hair follicle in herpes folliculitis, and 
the brain in herpes encephalitis.2 In 1988, Gill et al4 
discussed 79 patients with herpes simplex virus infec-
tion of the hand, most commonly the digits (fingers, 
69%; thumb, 21%). Although a chronic lesion on 
a digit is somewhat common, we did not find cases 
of the palm, much less as a chronic ulcer caused by  
HHV-2. Additionally, none of the patients reported 

by Gill et al4 were known to have HIV. In our research, 
we did not find a large series comparing herpes sim-
plex virus of the hand in patients with HIV versus 
age/sex matched controls who are HIV negative. 

The location and presentation of herpes sim-
plex virus can be particularly uncharacteristic with 
immunodeficiency. Frequently, an expanding chronic 
genital ulceration is seen in immunocompromised 
patients, but lesions can appear verrucous, exophytic, 
or pustular. Herpes simplex virus outbreaks tend to 
be more severe with more frequent viral shedding in 
immunosuppressed versus immunocompetent hosts.2,3 

The Centers for Disease Control and Prevention 
define herpes as an AIDS-defining complex when 
there is a herpetic ulceration of more than 1 month’s 
duration.5 Most commonly, however, these ulcers 

A

Figure 2. Multinucleated cells with nuclear molding and 
intranuclear inclusions were identified, compatible with 
herpesvirus cytopathic effect (A and B)(H&E; original 
magnifications 3100 and 3400, respectively).  

B

Figure 1. A 6.534-cm ulcer with deep undermined bor-
ders on the right hand before (A) and after treatment with 
famciclovir (B). 
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are located in the anogenital area.1,3 At the time of 
our patient’s initial presentation, her CD4 lympho-
cyte count was above 200 cells/mm3, but it contin-
ued to drop below that mark while she was being 
treated with antivirals. Despite the atypical location, 
her HHV-2 palmar ulceration became her AIDS- 
defining complex. In a case report, Glickel6 discussed 
3 patients with AIDS or AIDS-defining complex with 
herpetic hand infections in 1988. Aside from our 
patient, herpes simplex virus of the hand with HIV is 
not a well-documented AIDS-defining complex. 

Antiviral therapy has appreciably improved the 
natural history of herpes simplex virus. For primary 
and recurrent genital herpes, oral antivirals including 
acyclovir, famciclovir, and valacyclovir are the desired 
treatments. In the immunocompromised population, 
however, acyclovir resistance is of increasing concern 
and antivirals should be given until the cutaneous 
lesions completely heal.2 

In 2007, Nagot et al7 reported that HIV patients 
on suppressive therapy for herpes simplex virus  
have a better response to antiretroviral therapy and 
decreased HIV-1 RNA level. Acquiring HHV-2 
subsequent to HIV infection does not notably 
affect HIV dynamics and CD4 lymphocyte levels8; 
however, HIV patients on suppressive therapy for 
herpes simplex virus have a better response to anti-
retroviral therapy manifested by a decreased HIV-1  
RNA level.1,7 

Our case is of interest because the herpetic 
ulceration was chronic, it involved the major-
ity of the patient’s palm, the isolated virus was  

HHV-2, the patient had HIV, and her CD4 lympho-
cyte count continued to drop despite improvement 
of the HHV-2 hand ulceration with treatment. In 
this case, the HHV-2 ulcer of the palm acted as an 
AIDS-defining complex. 
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