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Introduction

Basosquamous carci a (BSC, or metatypical basal cell
carcinoma) is a rare type of skin malignancy which is
described as an entity between basal cell carcinoma
(BCC) and squamous cell carcinoma (SCC) . It repre-

sents 1-2% of all skin carcinomas and it is considered
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as a more aggressive subtype of BCC 4. Basosquamous
carcinoma can clinically be confused to a BCC which
accounts for 80-90% of eyelid tumors 3. Thus, it is
difficult to perform a differential diagnosis based on mor-
phological and clinical features — therefore it is only pos-
sible by accurate histology 35911 Both the probability
of metastasis as well as the recurrence tendency and the
risk of orbital invasion is significantly higher in BSC
than BCC 25811-13,

Considering the therapeutical approach, Mohs micro-
graphic surgery is the standard treatment >>1415. However,
in the case of ocular infiltration, orbital exenteration is
also performed, the goal being the complete excision of
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the tumor 471, To our knowledge, a primary BSC of
the lower eyelid invading the ocular tissues has only been
reported once by Malik and colleagues 2.

Here we report the case of a 58-year-old man suffering
from an inferior eyelid BSC of 7 years' duration, who
due to the infiltration of the maxillary sinus and the
contents of the orbit, was managed with left orbital exen-
teration and resection of the involved orbital bone.

Case Report

A 58-year-old man was referred to our plastic surgery
clinic for an inferior eyelid BSC, for which he had con-
sulted a general surgeon only after 7 years of recurrent
bleeding and ulceration. His medical history revealed a

positive history of smoking habits of 30 pack-years and
a gastric bleeding before 30 years, treated successfully
with proton pump inhibitors and with no current active
disease. The primary excision, which had been performed
by the general surgeon, showed the development of a
BCC and positive surgical margins of excision, which
prompted the referral of the patient to our clinic.

On examination, the patient presented a lcm diameter,
full thickness ulcer on his left lower eyelid where the
initial excision was performed. On retinoscopy, there
were no pathologic findings but during the general oph-
thalmic examination a diplopy due to a diminished
action of the inferior rectus of the left eye was noticed.
No regional lymph nodes were palpable. A”second biop-
sy taken from the eyelid lesion revealed an extensive infil-
tration of the tisste with intermediate type BSC.

Fig. 1. CT scan showing a left inferior eyelid ulcer, extendingfrom
the medial to the lateral canthus.

Fig. 2. CT scan showing infiltration of the soft tissues of the face
under the eyelid with invasion of the orbit, the inferior rectus mus-
cle and the inferior surface of the left eye’s sclera.
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Fig. 3. CT scan showing infiltration of the floor of the orbit.

Figs. 4 and 5. CT scan showing the tumor protruding into the left
maxillary sinus.
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Fig. 6 and 7. PET-CT with 18-FDG showing the initial lesion’s

local infiltration.

Fig. 8. Elevating the facial soft tissuénand ex€ising the desion.

Fig. 9. Osteotomy of the lower part of the orbit down to the infra-
orbital foramen.

Fig. 11. The remaining healthy midface soft tissue ready to com-
pletely cover the orbit.

A regional CT scan was immediately performed and
showed a left inferior eyelid ulcer, extending from the
medial to the lateral canthus (Fig. 1) and infiltrating the
soft tissues of the face under the eyelid, invading the
anterior part of the left orbit, the inferior rectus muscle
and the inferior surface of the left eye’s sclera (Fig. 2a).
Inferior to these structures, it was also shown to infil-
trate the floor of the orbit (Fig. 3) and protruding into
the left maxillary sinus (Figs. 4, 5).

A full body CT scan showed a lymph node of 13 mm
in the precarinal/sucarinal compartment of the medi-
astinum, but an additional PET-CT with 18-FDG con-
firmed only the initial lesion’s local infiltration (Figs. 6,
7) and showed no distant metastasis or lymph node infil-
tration. A bronchoscopy was performed which also
showed no endobronchial lesion, while the biopsies tak-
en from the 13-mm mediastinal lymph node showed
inflammatory processes without malignancy.
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A modified superstructure maxillectomy was subsequently
performed. A modified Blair incision extending from the
tragus to the lateral canthus and an incomplete Weber-
Ferguson incision down to the lateral nostril were made.
After a medial and lateral canthotomy we elevated the
facial soft tissue above the periosteum and we excised
the lesion to the healthy margins (Fig. 8). Then a
periosteal lifting inside the orbit, and an osteotomy of
its lower part down to the infraorbital foramen were per-
formed (Fig. 9). After an optical nerve neurotomy, the
osteotomized orbit and its contents were removed en
bloc. An intraoperative rapid biopsy showed infiltration
of the mucosa of the roof of the maxillary sinus, thus
an additional sinusectomy was performed. A temporalis
flap was accessed through a hemicoronal skin incision of
the same side. After an osteotomy of the zygomatic bone
the muscle flap was fixated into the remaining orbit (Fig.
10) and covered completely with a cutaneous flap of the
remaining healthy midface soft tissue (Fig. 11). There
were no complications and there was excellent tissue heal-

ng.

Discussion

BSC is a rare skin malignancy with a reported incidence
that ranges from 1 % to 2.7% of all skin malignancies
>89.20 Tt presents the same epidemiological chatacteris-
tics as BCC, located mainly on sun-exposed areas, with
most of the cases involving the head and neck of white
light skinned adults #17:21-23. Similar to BCC#BSC most
often involves the lower eyelids 2#*."Qut patient had a
Fitzpatrick IV skin complexiontbut had frequent sun
exposure in his everyday lifepwhichtin/€ombination with
his age and the recurrent bleeding; immediately. alerted
the general surgeon for'the ulcer being mialignant.

The early diagnosis of,a/BSC s crucial“in diminishing
the recurrence raté and the’metastatic potential, as the
aggressive nature,of thisstumor is_réportedly greater than
that of the BCC and the SCC #%%. In"our case there
was a delay of 7 years betwéen“the. first appearance of
the lesion and primary the consultation. Unfortunately,
delayed consultation is/€ommon, in lower socioeconom-
ic status groups, dué tosthenlack of information and
means to this part”of the population, and is associated
to greater mortality and morbidity rates 2028, The same
group exhibits a greater use of tobacco ?, which has
been linked to an increased incidence of non-melanoma
skin carcinomas 3%-3¢.

The clinical appearance of the BCC has no specific fea-
tures differentiating it from other BCC types, thus the
diagnosis is made only after a biopsy 473738, Due to
the controversies of the histological findings there is
always the risk of misdiagnosis, confusing it with a BCC,
especially at its early stages. Since the squamous differ-
entiation might only be apparent on the deeper layers
and in certain parts of the tumor, making a BSC appear
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similar to a more benign lesion, an adequate biopsy is
necessary 4%3°. Nonetheless, its rapid growth should eas-
ily alert clinicians to an alternative diagnosis ?. This was
also our case since clinically the lesion was presumed to
be a BSC and the initial biopsy was misleading, prob-
ably due to an insufficient depth of excision, as it was
minimal in order to preserve the maximum tissue of the
lower eyelid. Its immediate reappearance after the first
excision however quickly raised a red flag to the patient’s
surgeon.

When BSC was first reported in 1910 by MacCormac,
it was defined as a lesion where basal cell and squamous
cell tumors coexist without any transition zone 438,
Today there are several histologic definitions tof BSC,
from any BCC withsevidence,of keratinization to tumors
with features of both .of BCC and .SCC; with’or with-
out a transitionszon€ >, Theresarey2"histological sub-
types of BSC: The intermediage \BSC, 'défined as basa-
loid cell lobules that matureyinto ‘paler cells with more
cytoplasm, and the mixed.BSCy, which is a BCC mixed
with grouped SCC cells; oftemyexhibiting some focal ker-
atinizations311:20.384040, While the mixed type has a high-
er  tendency to ulCeration ,¥it is the intermediate type
that, has shown, to_beymore aggressive, including more
frequent positive ‘surgical margins and perineural inva-
sions 2. An intermediate BSC was also found in our
second_biopsy, and the regional CT results were con-
gruent with ‘the statistics, revealing extensive local inva-
sion., Sincéva transitional zone is frequently discovered
and taking into account the fact that the basal cell is a
pluripotent cell and the SCC is the more aggressive
tumor, it has been postulated the BSC derives from the
differentiation of BCC into SCC 89, and it can be con-
sidered as a hybrid of BCC and SCC 311204041 Thys,
any BSC should be treated as a rare and more aggres-
sive form of BCC, with histological features of both
BCC and SCC 35941,

Currently, there is no standardized treatment protocol
for BSC and further research is required to evaluate and
optimize treatment for these tumors °. For the time
being, surgical excision with tumor free margins is the
gold standard of the treatment of a BSC, and it is sug-
gested the margins should be wider than those for BCC
239142042 This was also the immediate decision of the
tumor board for our patient. Where available, Mohs
micrographic surgery should be the first option for the
excision of a BSC, given the better cosmetic result and
the lower recurrence rates compared to a simple excision
351418 Te is especially useful for locations such as the
face and other sensitive areas, where preservation of skin
tissue is most important >!>%44 Due to the local infil-
tration of the orbit and its contents, micrographic surgery
was excluded and we had to proceed to a more radical
surgery. Orbital exenteration is the standard treatment of
ocular tissue malignancies including any orbital invasive
BSC 17194546 Exenteration could potentially be curative
as it is in the cases of BCC or SCC . While ocular
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infiltration is very rare and mostly reported in recurrent
BSC, 8, a neglected or recurrent BSC can infiltrate the
orbit, the eye, the nasal cavity and the maxillary sinus-
es or even the brain, leading to extensive morbidity 7.
For orbital bone-adjacent tumors, bone resection is nec-
essary, because tomography is not specific enough to rule
out bone invasion 71946,

A previous failed treatment of a skin malignancy and
patient neglect have been reported to be the case in most
of the patients needing exenteration 4. The 7-year
delay of treatment in our case was probably the most
important factor in creating such an extended infiltra-
tion of the local tissues. The patients left eye already
showed functional impair caused by the tumor, and the
CT showed an affected rectus muscle and a sclera, in
addition to the tumor extending into the bony struc-
tures. Thus, we considered an orbital exenteration with
local osteotomy to be our first and best option.

The methods of reconstruction after an exenteration
include a temporalis muscle flap, a midline forehead
flaps, a dermal graft, a split thickness skin graft, a der-
mis fat graft and spontaneous granulation. There are
some other options depending on the stage of the tumor,
including a globe sparing exenteration and eyelid spar-
ing techniques #°1%. Due to the extensive maxillary
bone resection and thanks to the adequate mobilization
of soft tissues we had already performed to achieve,a
safe resection, a temporalis muscle flap to was our best
option to cover the remaining cavity. This jprimaty recon-
struction method promotes faster healing, with 'a good
aesthetic result and allows for quicker return=to activi-
ties for the patient. However a yerymeticulous follow
up is required since the flap could potentially hide a
recurrence.

There is not enough data concerning the uschof ‘adju*
vant radiotherapy in BSC, however it hasrbeen postu-
lated that BSC should, bé sensitive to_radiotherapy like
BCC and SCC 207 Although full ex€ision ‘with tumor-
free margins is‘essentally the tréatment of the BSC,
depending on tumer stage and the riskVof recurrence,
adjuvant radiotherapy can be‘usedwas additional therapy
to surgical treatment 4. Radiotherapy should also be
considered for tumors svhere negative margins of exci-
sion cannot be achieved, andwit could be combined with
sentinel lymph node'biopsy for high risk lesions, espe-
cially for larger tumers measuring more than 2 cm and
those with lymphatie or perineural invasion . Since we
managed to achieve negative surgical margins with our
patient, we have decided to delay any plans for radio-
therapy for the time being.

Concerning the role of chemotherapy, it has yet to be
proved for the treatment of BSC . However, as is the
case for other non-melanoma skin malignancies, some
sensitivity is to be expected for chemotherapeutic agents
such as topical chemotherapy with 5-Fluorouracil (5-FU),
or systemic methotrexate, 5-mercaptouracil, nitrogen
mustard, actinomycin D, intravenous cisplatin or intrale-

sional bleomycin 15172160 In addition, Imiquimod,

which is an immune system response modifier, has been
shown to have a very good response in the treatment of
BCC and SCC when applied locally, and it could be a
possible treatment of superficial BSC smaller than 2 cm
1517.60-62 " Vismodegib, an inhibitor of the Hedgehog
pathway, could be another alternative treatment for inop-
erable patients with BSC, as it has shown some results
in treating cases of inoperable BCC %365, These alter-
natives have also been discussed as a secondary option
in the case of an inoperable recurrence in our patient,
however we have decided against using them as an ini-
tial adjuvant therapy.

We are however awaresthat while BSCs display,a tissue
invasion similar to shat of BCC or SCG;, they have a
high metastatic and recurrence potential !2. The report-
ed recurrence _rates of BSC are between 10% and 51%
for simple surgical) exeision and 4% for" Mohs micro-
graphic surgery and the metastatic incidence can be from
5% tof7.4% 3512204166, which is much higher than
these of the BCC 21241, Inya large series analysis by
Martin and*colleagueés, significant factors predictive of
recurrence (P<0.01),were male gender (with the male-
to-female recurrenceratio being 12:2.12), positive surgi-
cal resection margins, lymphatic invasion, and perineur-
al’ invasion, while the size of the tumor size approached
statistical significance with a P=0.076 2. In another case
series” ofl) 35"patients with periocular BSC by Karatas
Silistreli” thewrate of the recurrence and orbital invasion
has\been shown to be as high as 17%. The same study
reported the following metastasis predicting factors: male
gender, a positive surgical margins, a lymphatic invasion
or a perineural invasion, a tumor size larger than 2 cm,
and a local recurrence of the tumor 2¢. Our patient
was a male with a tumor size larger than 2 cm but had
negative surgical margins, and had neither a lymphatic
invasion nor a perineural invasion. An eventual recur-
rence would further increase his risk of metastasis in the
future. It has also been reported that the incidence of
pulmonary metastasis of a BSC can be more frequent
that that of the SCC 2, with a published case of a lung
metastasis 9 years after the initial surgical treatment of
an eyelid BSC 24, Thus, radiographic evaluation should
be considered for every patient in order to fully inves-
tigate for metastases °. Although our patient had initially
a medium risk of metastasis, once we discovered an
enlarged lymph node in the mediastinum, we decided
to definitely exclude a pulmonary metastasis with a bron-
choscopy, while the PET scan further decreased any
probability of a distant metastasis.

Close clinical and frequent follow-ups for 5 years is rec-
ommended in all cases, including those with complete
tumor resection and negative surgical margins, due to a
generally high risk of recurrence, local invasion, systemic
metastasis and the aggressiveness of the BSC compared
to other more benign lesions 2320444665 For our patient,
the proposed follow up is at 3-month intervals with clin-
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ical exams including auscultation, skin and lymph node
examinations, and a CT scanning at a 6-month interval
for the first 2 years, followed by another 3 years of less
frequent intervals with clinical exams every 6 months
and a CT scan every 6 to 12 months. In the case of
any suspect lesion a biopsy will be performed. A PET
scan will be ordered in the suspicion of distant metas-
tases. If any recurrence is confirmed a tumorboard will
decide for the treatment options that will include the
surgical, radiotherapy and chemotherapy protocols we
have discussed.

Conclusions

Even though eyelids are the most common location of
a BSC, ocular infiltration by a primary BSC, as discov-
ered on our patient, represents a rare complication that
has only been reported once by Malik and colleagues.
Due to the rarity of BSC and its clinical similarity to
a BCC, we believe that it may be underreported and
possibly confused with a BCC. This can lead to cata-
strophic complications, since a BSC is much more
aggressive than BCC and in some cases even more aggres-
sive than SCC. Although the BSC histology is charac-
teristic, adequate biopsy depth is needed in order ‘to see
its distinguishing features. Thus, any rapidly grewing or
recurrent, suspicious looking lesion should be histologi-
cally examined. Complete excision to negative)surgical
margins either with Mohs micrographic, surgery or a
more radical operation, depending on the tumet size and
its stage, is the current gold standardi Fxclusion of dis-
tant metastases and a subsequent, follow up at ledast on
par with that of the SCCgpare necessary. Considering
radiotherapy and chemotherapeutiesagents against BSG,
there is some potential‘and they should bérdiscussed as
an adjuvant or alternativertherapy for certain cases where
the surgical treatmient might not be.adequate ot is con-
traindicated.
Our patient underwent a thorough series of exams
including CT and PET scans ‘along.with a bronchoscopy
in order to avoid missing a distant metastasis that could
significantly deteriorateshis) prognosis. Once we deter-
mined the extent of ‘the esion, an exenteration and a
modified superstructure “maxillectomy were performed,
while a temporalis flap covered the remaining orbit, along
with a cutaneous flap of healthy midface skin. The aes-
thetic results were excellent and the patient is tumor free
and has entered an intensive follow-up protocol for the
first 5 years following the operation.
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