Letters
o ) «s+§
2 3 5 g2
S c g S §9
[+] %) s .= O
v g 5 & B
4 < 2 52
[
o
[+]
Y
o | 5 (=2 e - -
Egg A N & = = B
ol
£
e}
v 5 n @ %) n @
wn O ~ -
g;% <+ o 5 g s 8
g g% = > 5 > =
Ag| « D~ Lo N
[ (o] o]
g |,k + B 4 B
E RT9 s RERT .
n Y a n & ©n e n N
o & 2 U8 g8 O O
= b b b
A g g g
(o] (o] [¢]
b [} [}
1) ) — — v o
<] R < ] =
E |3 8 E c S
) = 3] ) = =
) =2 &
o] [=
& S g
2 2.8
@ > > > nel (5 > >
&0 Q © 19}
< |8 &= % 8 g%§ 3 B
&b
b > 2
< an
< g -
%
t £ s 5
o > -
= =3 £ g
Z g & = g =
= g B X e i)
[+ —
£ | ¥58&a & & < % O

* Cases in the report of Ertas et al,2016.% CSU: Chronic spontaneous
urticaria

development of angioedema after the administration of the
drug made us think that it was a paradoxical adverse reaction.

Even though we were not able to make the diagnostic tests,
exacerbation of the pre-existing urticaria, and development of an-
gioedema in our patient may be related with the excipients in omali-
zumab such as polysorbat and histidine rather than the active ingre-
dient. Especially polysorbat is one of the well-established sensitizers
that may be involved in the development of severe non-immuno-
logical reactions. Anaphylactoid reactions with cutaneous symp-
toms have also previously been described in asthmatic patients
being treated with omalizumab.® As most commercial preparations
include different excipients which are necessary to preserve and sta-
bilize the product, it should be taken into consideration that these
excipients may play a role in the development of such adverse reac-
tions and in unsatisfactory responses to the omalizumab therapy. d
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Dear editor,

One of the most frequent diagnoses in a dermatologist’s dai-
ly practice is viral warts. In many cases, the lesion is self-limiting
and frequently resolves without therapeutic intervention - especial-
ly in recent cases - with little hyperkeratosis.! However, periungual
warts, in particular, are frequently associated with high recurrence
rates, which poses a therapeutic challenge. Several therapeutic mo-
dalities are described in the literature. Some of them include sur-
gical techniques that are sometimes painful and can lead to nail
dystrophy. In such cases, physicians can resort to drugs used for
immunotherapy with good resolution rates and aesthetic results. In
this context, diphencyprone has been studied for some time, with
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controversial results.? We describe the case of a female patient with
difficult-to-treat periungual wart who showed considerable clinical
signs of improvement after the use of diphencyprone.

A 13-year-old female patient presented with multiple peri-
ungual warts on nine fingers with one year of evolution (Figure 1).
She had undergone previous treatment with lactic acid associated
with salicylic acid without improvement. Due to the exuberance of
the clinical picture, we decided to perform immunotherapy with
a 2% solution of diphencyprone on the back skin. The patient re-
turned after two weeks reporting application site reaction (blisters)
and a slight improvement of the periungual lesions. After that, we
initiated a therapy with a 0.1% solution of diphencyprone applied
to the warts, always followed by occlusion for eight hours. The pa-
tient evolved with significant improvement of the lesions after three
applications in biweekly intervals (Figure 2).

Immunotherapy consists of modulating the immune sys-
tem, either to activate or to suppress immune responses. Its activa-
tion is especially important in the treatment of viral infections. For

FiGURE 1: Initial presentation with involvement of nine fingers
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FIGURE 2: Left hand with significant improvement after treatment

some time, immunotherapy has been studied in dermatology, es-
pecially in the treatment of recalcitrant viral warts, which includes
topical, intralesional, or systemic treatments. It is theorized that the
application of topical immunomodulators induces delayed-type
or type IV hypersensitivity reactions. As a consequence, Th1 cells
release cytokines that cause the recruitment of macrophages and
natural killer cells that induce the death of infected keratinocytes.?
This reaction would justify the reduction of warts after sensitiza-
tion on the back skin, even without direct application in the peri-
ungual region.

Among the topical immunomodulators, diphencyprone is
one of the most studied with varying efficacy results revealed by
the studies. Cure rates of treatment with diphencyprone vary from
44-88%. In a controlled open study of 170 patients with multiple
viral warts (511 lesions), complete resolution of the lesions was
seen in 141 patients (82.9%) and in 434 warts (84.8%). Younger pa-
tients (<20 years) and localized warts on the hands showed better
results.’® To date, there are no randomized clinical trials comparing
diphencyprone with other therapeutic modalities. Choi MH et al.,
in a non-randomized study of 147 patients, showed a statistical
superiority of diphencyprone (93%) after 12 months of follow-up
compared to cryotherapy (76%) (p > 0.05%). These results strength-
en the hypothesis that diphencyprone stimulates direct immunity
response against HPV.* A series of cases specifically made with pa-
tients with periungual warts was conducted with 27 patients (66
lesions). Of them, 85% of patients (91% of the warts) achieved com-
plete clearance. Warts located in the proximal nail fold showed a
95% higher success rate, compared to 87% and 86% for lateral fold
and hyponychium, respectively.®

Although diphencyprone finds a theoretical basis in the
international literature for the treatment of periungual and recalci-
trant viral warts, we found no reports or discussions in the Brazil-
ian literature. Our patient experienced previous therapeutic failure,
showing excellent clinical results with diphencyprone. We call at-
tention to this effective and safe drug that is rarely considered as an
alternative in the therapeutic arsenal of the dermatologist. O
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A 69-year-old Caucasian male was referred to our depart-
ment with a 3-month history of an enlarging, asymptomatic nodule
on his forehead. Examination revealed a 15mm, shiny, erythematous
nodule with no associated lymphadenopathy. Further examination
was unremarkable. Excision biopsy with a 4mm peripheral surgi-
cal margin revealed a dermal-based atypical spindle cell tumour
extending from the dermo-epidermal junction to the deep subcu-
taneous adipose tissue. There was no evidence of tumour necrosis,
lymphovascular invasion or perineural infiltration. No expression
of cytokeratins, 5100, desmin, or CD34 immunohistochemical mark-
ers was found, but there was positive expression of CD10. The his-
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tological margins were clear by 2mm peripherally and 1.2mm deep.
Histopathological and immunohistochemical findings were consis-
tent with the diagnosis of pleomorphic dermal sarcoma (Figure 1).
The patient was followed up 3-monthly in a dedicated cutaneous
sarcoma clinic. Six months after excision of the primary lesion, a
new 5mm papule appeared on the excision scar (Figure 2). Repeat
excision revealed recurrent pleomorphic dermal sarcoma with clear
margins. The multidisciplinary team consensus was to treat this fur-
ther with local adjuvant radiotherapy following a staging CT scan.
At 7 months, staging CT revealed a new discrete nodule in the left
lower lobe of the lung. CT-guided biopsy confirmed a CD10 pos-
itive spindle cell tumour consistent with metastatic pleomorphic
dermal sarcoma. The patient subsequently died from pneumonia at
11 months following diagnosis, having been too unwell for pallia-
tive chemotherapy.

Pleomorphic dermal sarcoma (PDS), previously known
as superficial malignant fibrous histiocytoma, or undifferentiated

pleomorphic sarcoma of skin, is a rare dermal-based spindle cell tu

FiGURE 1: A dermal-based tumour comprised of intersecting fascicles
of spindle cells with clear cytoplasm and moderate nuclear atypia
(Hematoxylin & eosin, X100)

FIGURE 2: Shiny, erythematous papule with a central depression on
the patient’s forehead
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