Subungual squamous cell carcinoma:
report of five cases and its importance
in the differential diagnosis of nail
lesions
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ABSTRACT

Subungual squamous cell carcinoma is a rare condition, and its diagnosis is often
late. The clinical presentation is atypical and simulates other benign conditions, such
as verruca vulgaris, onychomycosis and trauma-induced nail dystrophy. Although
it is an unusual entity, we should be attentive to its early diagnosis, considering the
biopsy in the chronic nail lesions refractory to treatments. We present five cases of
subungual squamous cell carcinoma, in which pain was the most prevalent symptom,
and their possible association with trauma and HPV infection should be considered.
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RESUMO

O carcinoma espinocelular subungueal é condigdo rara, e seu diagnéstico é muitas vezes tardio.
A apresentagio clinica é atipica e simula outras condigdes benignas, como verruga vulgar, oni-
comicose e distrofia ungueal induzida por trauma. Embora seja entidade incomum, devemos
estar atentos ao diagnéstico precoce, considerando a bidpsia nas lesées ungueais cronicas refratd-
rias aos tratamentos. Apresentamos cinco casos de carcinoma espinocelular subungueal, em que
a dor foi o sintoma mais prevalente, e a possivel associagdo com trauma e infeccdo por HPV
deve ser considerada.

Palavras-chave: carcinoma de células escamosas; unhas; doengas da unha

INTRODUCTION

Even though Squamous Cell Carcinoma (SCC) of the
nail bed is a rare disease, it is considered the most common sub-
ungual malignant tumor.' Its diagnosis can be difficult and late
due to the fact that its clinical presentation is not specific and
may mimic several benign inflammatory conditions.>* Diagnosis
can be achieved with proper biopsy, and treatment depends on
the tumor’s extent. The patients were treated at the Nail Clinic
of the Instituto Lauro de Souza Lima (ILSL) in Bauru — SP,
Brazil.
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CASE REPORTS

Case 1: A 72-year-old male patient, mechanic by profes-
sion, complaining of pain in the nail of the fourth finger of the
left hand that started three years before. At the examination, it
was possible to observe a discreet nail dystrophy in the medial
fold, which was associated with erythronychia of the same re-
gion (Figure 1A), exulceration and crusts better demonstrated
through dermoscopy of the nail bed (Figure 1B), and presence
of subungual friable granulation tissue (Figure 1C). In light of
the hypothesis of a glomus tumor, longitudinal fusiform biopsy
was performed in the nail bed, evidencing a clearly differentiated
and invasive SCC (Figure 2).The radiography was normal. Exci-
sion of the whole nail apparatus and local grafting (the donor
area of which was the skin of the internal region of the ipsilateral
wrist) were performed (Figure 1D).The patient progressed with
good healing.

Case 2: A 71-year-old male patient, farmer, diabetic, had
been having severe pain for two years in the fifth finger of the
right, and sporadic subungual purulent secretion. On examina-
tion, onycholysis in the medial fold involving 50% of the plate,
and an exulcerated area with subungual crusts could be observed
(Figure 3). A lateral longitudinal fusiform biopsy of the nail ap-
paratus was performed evidencing moderately differentiated and
ulcerated SCC invasion (Figure 4). The radiography detected a
fracture of the distal phalanx of the affected finger. Surgical en-
largement of the scar area was performed, which resulted only
in local fibrosis. The patient was referred for follow-up with the
oncologist.

FIGURE 1: A - Nail dystrophy of the fourth finger in the left hand. B - Subun-

gual area of friable ulceration in the medial fold after total excision of the
nail plate. C - Better visualized by dermoscopy. D - After excision of the
lesion and total skin graft

Surg Cosmet Dermatol 2016;8(4 Supl. 1):543-7.

M
s

-_r"”'. J
FIGURE 2 A: HE x2 - Area of ulceration with stratified squamous epithelium
with atypia associated with stromal invasion. B: HE x40 - Atypical epithelial
cells with mitotic figures. Well-differentiated and invasive SCC

Case 3: A 47-year-old male patient, diagnosed with peri-
ungual viral wart in the fourth finger of the right hand, underwent
several treatments, such as topical imiquimod therapy and cryother-
apy, which yielded unsuccessful results. Upon examination, it was
possible to observe onycholysis, exulceration of the medial fold and
erythronychia (Figures 5A and B). A longitudinal fusiform biopsy
was performed (Figures 5C and D) showing in sifu SCC (Figure
6). Lesion exeresis was performed successfully, and the patient was
followed up in an outpatient clinic.

Case 4: A 75-year-old male patient, retired, does gar-
dening for a hobby, had pain when flexing and extending the
distal phalanx of the second finger of the right hand. At the ex-
amination, it was possible to observe an ulcerated lesion with in-
filtrated base in hyponychium (Figures 7A and B). A transversal
fusiform excisional biopsy was performed in the distal third of the
nail apparatus (Figures 7C and D). The results suggested a mod-
erately differentiated SCC, and free margins (Figures 7E and F).

Case 5: A 67-year-old female patient, retired, with his-
tory of nail “mycosis” on the left hallux for the previous 12 years;
He reported that several antifungal treatments were unsuccess-
ful. Upon examination, it was possible to observe onycholysis
of the distal 2/3 of the nail plate, ulcerated lesion of the distal
third of the nail bed, and presence of a fetid secretion (Figure
8A).The transversal fusiform biopsy of the ulcerated area of the
nail bed showed in situ SCC. The hallux radiography was nor-
mal. The proposed treatment was excision of the nail apparatus
with implementation of flap and local total skin grafting (Figure
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FIGURES 5: A and B -Onycholysis, ulceration and erythronychia of the medial
fold of the fourth finger in the right hand. C and D - Excisional longitudinal
fusiform biopsy

FIGURES 3: A and B - Onycholysis of the medial fold of the fifth finger on the
right hand and exulcerated area with subungual crusts. C - X-Ray shows a
fracture to the distal phalanx. D - Longitudinal fusiform biopsy of the lesion

FIGURE 6: A - HE x2 - Nail bed with carcinomatous eplthellal proliferation.

B - HE x40 - Blocks of atypical epithelial cells infiltrating the stroma. Mode-
rately differentiated SCC

FIGURE 4: A - HE x2 - Blocks of atypical epithelial cells infiltrating the stroma.

B - HE x40 — Greater detail of the cell atypia. Moderately differentiated and
ulcerated invasive SCC

DISCUSSION
8B). The histological examination of the excised lesion showed Although the SCC of the nail bed is rare, it is the most
a little differentiated invasive SCC (Figures 8C, D and E). The = common malignant neoplasm occurring in that body site.' The
patient progressed with amputation of the distal hallux phalanx  diagnosis is often late due to the rarity of the disease and the
and is being followed up.
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FIGURES 7: A and B: Hyponychium ulceration of the second finger in the right
hand and presence of longitudinal striae (senility) with evident filth in the nail
plate, alterations related to the farming activity. Cand D - Excisional transverse
fusiform biopsy of the lesion in the distal third of the nail apparatus. E HE x2 -
Moderately differentiated SCC. F - HE x40 — Keratin pearl in detail

lack of knowledge among the professionals.? Affected individu-
als usually are between 50 and 59 years old.” Most of the times,
it arises as an erythematous, papular, scaly, ulcerated and even
vegetative lesion, which can affect the nail bed, lateral folds and
distal region of the nail.* The initial clinical appearance is mis-
takenly diagnosed with that of a subungual viral wart (as it was
in Case 3), pyogenic granuloma, paronychia, keratoacanthoma,
traumatic lesions or other benign conditions.**® In general, it
is possible to observe longitudinal erythronychia, leukonychia,
melanonychia, onycholysis and, in rare cases, pain.>?® The data
found in the literature contrasts with the findings of the present
study, since pain was a symptom present in all patients, with the
hypothesis of glomus tumor having been suggested in one case
for this reason. Dermoscopy has been an important diagnostic
tool in elucidating the etiologies of nail diseases, diftferentiating
lesions of non-melanocytic origin, such as subungual hematoma,
bacterial or fungal infections, from melanocytic ones, originat-
ing from nevi, racial pigmentation and even melanoma.® Many
patients have severe photodamaged skin on the back of their
hands, nevertheless few develop subungual SCC, which strong-
ly suggests that another factor is involved. Subungual SCC is
most commonly observed in the fingernails,® and this can be
explained by much greater exposure to sunlight and a possible
role of the Human PapillomaVirus (HPV).>* Human Papilloma

Surg Cosmet Dermatol 2016;8(4 Supl. 1):543-7.

ot A S 2o
FIGURE 8: A - Onycholysis of the distal 2/3 of the nail plate, ulcerated lesion of
the distal third of the nail bed and presence of fetid secretion. B - On the 12th
postoperative day after the excision of the nail and preparation of advance-
ment flap and total skin graft with good development. C and D - HE x2 — Inva-
sive and little differentiated SCC. E - CK5 and 6 immunohistochemistry showing
tumor positivity and invasion

Virus infections have been associated with Bowenoid SCC in
the hands and subungual region as an important carcinogenic
factor.®® The possibility of digital-genital transmission has been
suggested.’ In one study, HPV DNA was identified in 80%
of patients with subungual SCC. Of these, 60% demonstrated
a relationship with HPV Type 16.”* Two of our patients were
farmers, meaning that the association with trauma and possible
HPV infection could be reported. In the case of the patient who
was a mechanic, in addition to the trauma, it is important to
investigate the association with frequent exposure to chemical
components (greases, oils) as a carcinogenic factor. Subungual
SCC appears to have a less aggressive course than it would in
other locations.” Bone invasion is found in approximately 20%
of patients.® Metastases and lymph node involvement are atypi-
cal, although they have been reported in some cases.® Treatment
depends on the extent of the tumor.>* In the isolated involve-
ment of the nail bed, a wide local excision is indicated, which
usually involves a nail fold, matrix, nail bed and the removal of
the periosteum’® or, even in cases without bone involvement,
Mohs Micrographic Surgery, which allows adequate excision
with maximum preservation of normal tissue and function."*
Classical excisional surgery, a technique which was used in the
in the studied cases, has led to excellent results in the treatment
of lesions without bone involvement, with outcomes similar to
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those obtained with Mohs surgery, however with a lower degree
of complexity.* Reconstruction with local flap is also indicated
for limited and superficial lesions, when necessary."*>? For tu-
mors with bone involvement, amputation of the finger is the
treatment of choice."? Radiotherapy may be used in inoper-
able or extensive cases, and in those with bone involvement or
when there is an indication of decrease in the size of the tumor,
with a view to performing a surgery later on. Grootenboers et
al. showed that with the use of radiotherapy there was local and
permanent control of 92% of the patients, with only one case
with severe adverse effect leading to digital amputation. Despite
the low incidence of metastases, this neoplasm is still generally
treated primarily by amputation.'

47

CONCLUSION

Subungual SCC may resemble other common clinical
conditions affecting the nail apparatus, such as onychomyco-
sis, verruca vulgaris and psoriasis. Lesions that are refractory to
treatment or of unusual appearance should be oftered consider-
ation in the differential diagnosis with SCC. Therefore, if there
is suspicion of this diagnosis, it is recommended that x-ray and
biopsy of the nail apparatus, which are easy-to-perform, be car-
ried out, allowing for early diagnosis and effective treatment.
Long-term follow-up of patients is also important. @
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