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Practice Points

virus infection.

= Granulomatous dermatitis, as well as other entities, can occur in sites of prior varicella-zoster

= Granulomatous dermatitis symptoms present within days to years after varicella-zoster virus infection
and resolve normally within 6 weeks; however, symptoms persisted for 10 weeks in one of our patients.
= Antiviral medications do/not improve the clinical symptoms of postzoster.granulomatous dermatitis.

Granulomatous dermatitis (GD) is known to occur
following._varicella-zoster virus. (VZV) infection.
Lesions may, appear at varying.times after the
acute eruption 4n both immunosuppressed and
immunocompetent hosts. The etialogy of GD. is
unclear;and findings of VZV in the lesionswoften
are inconsistent. We describe 2 immunocompro-
mised patients who presented with GD following
VZV infection; their lesions were examined for the
presence of VZV. We also review the literature on
postzoster GD.
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any cutaneous reactions have been reported
to develop in resolved varicella-zoster virus
(VZV) lesions, including granuloma annu-
lare, sarcoidal granuloma, tuberculoid granuloma, lym-
phoma, leukemia, pseudolymphoma, granulomatous
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vasculitis, psoriasis, granulomatous folliculitis, lichen
sclerosus, cutaneous Rosai-Dorfman disease, lichen
planus, dérmatophyte infections, squamous and basal
cell carcinomas, Kaposi satcoma; lichen planus—like
graft-versus-host, disease, lcontact dermatitis, mor-
phea, and angiosarcoma=Granuloma annulare is the
most frequently described of these cutaneous reac-
tions, but other granulomatous reactions have been
noted. Granulomatous dermatitis (GD) is known to
occur in postzoster scars but has been infrequently
reported in the medical literature.!® The etiology of
GD is unclear and is further complicated by incon-
sistent findings of VZV in the lesions.

We describe 2 immunocompromised patients
with postzoster GD who underwent histopathologic
analysis and were examined for the presence of VZV
protein via immunohistochemistry. This entity is
important to recognize, especially in immunosup-
pressed patients who may be treated with a variety
of antiviral agents to clear what appears to be a
resistant infection.

Case Reports

Patient 1—A 68-year-old man with a history of acute
myelogenous leukemia and allogeneic stem cell
transplant presented with red papules on the back
and upper and lower extremities. Two weeks prior to
presentation, the patient was hospitalized for dissem-
inated vesicular VZV infection confirmed by both
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biopsy and direct immunofluorescence. The dissemi-
nated herpes zoster occurred after prophylactic doses
of valacyclovir were stopped. He was treated with
acyclovir, according to guidelines for VZV infection,
and intravenous immunoglobulin. Ten days after ini-
tial hospitalization he was discharged on valacyclovir
and his vesicles were resolving.

Nine days after discharge, the patient noticed an
increasing number of papules but no vesicles. An
increased dose of valacyclovir did not improve the
eruption. Physical examination at that time revealed
widespread 3- to 5-mm erythematous papules on the
back, chest, shoulders, arms, and legs (Figure 1).

Histology showed a collection of epithelioid his-
tiocytes forming small discohesive granulomas with a
mixed inflammatory infiltrate (Figure 2). Gram, Fite,
and Gomori methenamine-silver staining was nega-
tive for bacteria, acid-fast bacilli, and fungi, respec-
tively. Varicella-zoster virus immunohistochemical
studies were negative.

Antiviral coverage was decreased. to prophylac-
tic levels and the lesions resolved over a period of
8 weeks.

B

Figure 1. Scattered 3- to 5-mm erythematous papules on
the left arm (A) and back (B).
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Figure 2. Collection of epithelioid histiocytes forming
small discohesive granulomas with a mixed inflamma-
tory infiltrate (H&E, original magnification X4).

Patient 2—~A 62-year-old woman with a history
of breast cancer and.chronic lymphocytic leukemia
most recentlystreated with rituximab presented with
VZV infection and Ramsay Hunt syndrome. Six
weeks prior to presentation, the patient began to
have facial pain, vesicles distributed along the V2
and V3 branches of the trigeminal nerve, and oral
mucosal uleers that were treated with hydrocodone-
acetaminophen, cephalexin, and valacycloyir 1 g
3 times daily for;2 to 3 weeks. The patient was subse-
quently hospitalized for-worsening:pain and intrave-
nous acyclovir was administered. She was.discharged
on a regimen of valacyclovir.

The patient reported resolution of the vesicular
lesions but 4 weeks later she started to develop a pap-
ular eruption in the involved area. Physical exami-
nation showed drooping of the left side of the face,
erythematous papules and plaques distributed along
the V2 and V3 branches of the trigeminal nerve, and
erythema and scaling of the left ear (Figure 3). She
was hospitalized and treated with foscarnet for pos-
sible acyclovir-resistant VZV infection.

Histology showed a collection of epithelioid
histiocytes with scattered multinucleated giant cells
forming small discohesive granulomas with a mixed
inflammatory infiltrate (Figure 4). Gram, Fite, and
Gomori methenamine-silver staining was negative
for bacteria, acid-fast bacilli, and fungi, respectively.
Immunohistochemical studies were negative for
VZV and herpes simplex virus. A CD3* inflamma-
tory infiltrate in the dermis with rare CD20* T cells
ruled out chronic lymphocytic leukemia in the skin.

The patient was started on prednisone 20 mg
prior to discharge and continued on foscarnet for
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Figure 3. Drooping of the left side of the face and distri-
bution of erythematous papules and plaques along the
V2 and V3 branches of the trigeminal nerve (A and B).

14 days with matked improvement of skin' lesions
over 10 weeks.

Comment

Granulomatous dermatitis is a known reaction that
can follow VZV infection,'® usually presenting as
papules and plaques in a zosteriform distribution
at the sites of prior infection. This dermatitis may
appear immediately in resolving VZV vesicular
lesions or up to 4 years after the acute eruption
in both immunosuppressed and immunocompetent
hosts.!*?1° The diagnosis is primarily clinical and
confirmed by histopathologic analysis. Limited or
no improvement has been reported with antiviral
agents, and the eruption tends to spontaneously
remit without treatment within days to 6 weeks.!!'2
A review of reported cases of postzoster GD are pre-
sented in the Table.

Postzoster GD represents an isotopic response or
the appearance of a new unrelated disease at the site
of a previously healed disease, usually caused by a
herpesvirus.”> The pathogenesis of this phenomenon
occurring in prior VZV scars has yet to be elucidated.
Viral, immunologic, vascular, and neural origins all
have been considered."* Some researchers postulate
that the herpesvirus, although not directly responsible
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Figure 4. Histology showed a collection of epithelioid
histiocytes with scattered multinucleated giant cells
forming small discohesive granulomas with a mixed
inflammatory infiltrate (H&E, original magnification x20).

for.the second disease, is accountable for altering cuta-
neous netve fibers and allowing an immune response
to occur; in fact, a‘type 11 or type IV delayed hyper-
sensitivity reaction®” or Koebner phenomenon has
been thought to be'a possible source.”!*!5

Testing for the presence of VZV DNA via the
polymerase chain reaction technique has yielded
inconsistent_results. Polymerase chain reaction has
been used to positively identify VZV DNA in lesions
occurring less than 5 weeks from a VZV outbreak
but not in lesions arising thereafter.*%'"? The
lack of VZV-DNA in all but the €arliest of lesions
lends itself to the idea that VZV antigens are not
the source of the reaction; instead, an incomplete
viral genome, viral glycoproteins, or tissue antigens
altered by the virus could be responsible.®!® The fact
that GD fails to respond to antiviral treatment sup-
ports the hypothesis that delayed hypersensitivity to
an incomplete viral genome or antigen altered by
VZV is responsible.

Patient 1 was notable for the widespread devel-
opment of GD in the resolving disseminated VZV
lesions. One case of herpes zoster occurring in more
than 5 contiguous dermatomes with subsequent
development of GD has been reported®; however,
generalized GD, as seen in our patient, is rare. Both
of our patients were immunocompromised. Patient 2
had a prolonged 10-week course of GD, which usu-
ally begins to resolve within days to weeks but has
been described to persist for up to 45 days.* The
patient was treated with foscarnet for a possible drug-
resistant VZV infection, but no substantial improve-
ment was appreciated until after the addition of oral
corticosteroids. The failure of both of our patients
to respond to multiple courses of antiviral agents
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supports the idea that a delayed hypersensitivity reac-
tion to an incomplete viral genome or antigen altered
by VZV is responsible, not VZV itself. The GD
showed no evidence of VZV by immunohistochem-
istry, and the role of the VZV infection in postzoster
GD remains to be determined.

Conclusion

Even though GD represents a known entity, clini-
cians must be aware of the possible lack of efficacy
in antiviral use in its resolution in post-VZV cases of
the disease.
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