atrophoderma of Pasini and Pierini, morphea pro-
funda, and linear scleroderma. Regarding progressive
systemic sclerosis, renal disease accounts for early
mortality, but pulmonary disease is the most substan-
tial long-term cause of morbidity and mortality. Treat-
ment techniques have included physical therapy,
avoidance of cold and smoking, vasodilating drugs,
cyclophosphamide, methotrexate, and phototherapy.!
Hematopoietic stem-cell transfusion is still experimen-
tal, and initial attempts were associated with nearly
10% to 20% mortality.” Currently, 3 ongoing random-
ized trials are investigating the use of autologous
transplants for scleroderma.’

Vitiligo has been reported to occur after allogeneic
bone-marrow transplant,? in response to melanoma,
and after lymphocyte infusions from patients with
known vitiligo. We know of no reports of vitiligo
occurring after autologous bone-marrow transplants.
Regarding vitiligo after allogeneic bone-marrow trans-
plant, T cells have been implicated, either by direct
transfer from the donor or de novo creation of
melanocyte-specific T cells.*?

In the case of our patient, it seems unlikely that au-
togeneic transplant was the cause of his vitiligo and more
likely that either the patient’s immunosuppressive medi-
cations or his underlying propensity for autoimmune dis-
ease were the inciting factors for the developments of his
vitiligo. A third possibility is that vitiligo is a cutaneous
phenotype of chronic GVHD (in addition to scleroderma-
like and lichen planus-like eruptions) that is as yet un-
reported. Although rare, there are a few reports of sclero-
derma and vitiligo occurring simultaneously.® Though
the coexistence of these 2 diseases in the same patient
could be merely coincidental, the proposed autoim-
mune nature of both diseases might suggest a relation-
ship between them.
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Aquagenic Urticaria and Syncope
Associated With Occult Papillary Thyroid
Carcinoma and Improvement

After Total Thyroidectomy

Report of a Case. A 25-year-old atopic Turkish woman
presented with a 6-month history of widespread, slightly
elevated, pruritic red plaques over her face, trunk, and
extremities occurring each time after prolonged contact
with water of any temperature. Skin biopsy findings were
consistent with urticaria. Bathing exceeding 20 to 30 min-
utes always resulted in syncope followed by spontane-
ous recovery in 30 minutes. Angioedema or respiratory
symptoms did not occur. While sweating, producing tears,
drinking water, or washing hands for a short duration
did not provoke lesions, washing dishes by hand in-
duced localized lesions. No spontaneous attacks of syn-
cope were reported. None of the family members were
similarly affected.

Focal and systemic infections and autoimmune and
other systemic diseases were ruled out. The human im-
munodeficiency virus antibody test result was negative.
Neurologic and cardiovascular investigations revealed no
other causes of syncope. Challenge tests with hot, ice-
cold, and room-temperature water led to urticarial plaques
within 20 minutes (Figure 1A). Exposure to heated air
from an electric hair dryer at 40°C for 2 minutes re-
sulted in localized urticarial plaque within 10 minutes.
Cold urticaria (tested with an ice cube inside a plastic

Figure 1. Clinical images of the forearm. A, Positive challenge tests with hot
(40°C), ice-cold, and room-temperature water on the forearm within 20
minutes. B, Bicarbonated water (500 g/50 L) immersion test led to pruritic
and burning edematous plaque within 2 hours.
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Figure 2. Delayed onset of pruritic erythema on the trunk (A), upper
extremities (B), and lower extremities (C). Reactions occurred 2 hours after a
5-minute bath with bicarbonated water during combined therapy with oral
antihistamines and narrowband UV-B. Attacks of syncope could be prevented
by combined intervention.

bag for 10 minutes), cholinergic urticaria, and derma-
tographism were absent. Combined treatments with an-
tihistamines (ie, oral hydroxyzine, desloratadine, rupa-
tadine, or parenteral pheniramine at high doses),
narrowband UV-B, shortening the bathing time to less
than 5 minutes, and alkalization of bath water (pH 8-9)
by adding sodium bicarbonate (500 g/50 L) were par-
tially effective (Figure 1B and Figure 2).

Thyroid function test results and autoimmune mark-
ers were normal. Thyroid ultrasonography revealed a
12-mm isoechoic, solid nodule in the left lobe of the thy-
roid gland. Fine-needle aspiration biopsy findings were
consistent with papillary carcinoma of the thyroid. The
patient underwent total thyroidectomy. Only mild ery-
thema occurred following the first postoperative bath-
ing. Treatment with all medications was stopped, and the
patient was free of lesions at 6-month follow-up.

Comment. Large urticarial plaques, involvement of the en-
tire body, and accompanying heat-induced urticaria as in
this case are extremely rare in aquagenic urticaria. Aqua-
genic urticaria leading to syncope is a very unusual find-
ing reported in infants and children."? Bronchospasm might
occur.” Hematologic, lymphoproliferative, infectious, and
neoplastic diseases have been reported mainly in conjunc-
tion with aquagenic pruritus,* a condition in the same spec-
trum as aquagenic urticaria. However, the etiologic role of
the underlying disease often remains obscure.

Recently, 4 adult cases of chronic urticaria with oc-
cult papillary carcinoma of the thyroid have been re-
ported.’ Similar to our case, prompt resolution of the ur-
ticarial lesions was achieved following total thyroidectomy.
To our knowledge, this is the first report of an adult case
of aquagenic urticaria and syncope associated with oc-
cult papillary thyroid carcinoma showing dramatic re-
sponse to total thyroidectomy. Despite the lack of any
clinical or laboratory hints for performing a thyroid ul-
trasonography, its role in unraveling this challenging case
was of inestimable worth.
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Chronic Acyclovir-Resistant HSV-2 Ulcer
in an Immunosuppressed Patient Treated
With Topical Cidofovir

Report of a Case. A 66-year-old man with mantle cell
lymphoma, status post allogeneic stem cell transplant
(SCT), presented with a nonhealing perianal ulcer
positive for herpes simplex virus type 2 (HSV-2). Pre-
transplant laboratory findings included HSV-2 IgG,
and he had received acyclovir for prophylaxis at the
time of transplant.

On posttransplant day 23, he developed graft-vs-
host disease and was given prednisone, mycophenolate,
and cyclosporine. One month later, he developed a pain-
ful HSV-2—positive perianal ulcer (Figure 1). He had
mild symptomatic relief but no visible healing while re-
ceiving treatment-dose valacyclovir. The HSV was iden-
tified as acyclovir resistant, and he began treatment with
intravenous foscarnet. Treatment was subsequently sus-
pended owing to an increase in creatinine concentra-
tion from 1.00 to 1.92 mg/dL over 2 weeks.

While being treated with foscarnet, the patient re-
ported decreased pain, but the ulcer remained clinically
stable. Because of his elevated creatinine level and the
risk for further nephrotoxic effects with intravenous ci-
dofovir, the patient was treated with topical cidofovir,
2%, ointment applied twice daily for 3 weeks. He expe-
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