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Basal cell carcinoma is the most common skin can-
cer in humans. It is responsible for around 75% of 
nonmelanoma skin cancers and almost 25% of all 

cancers in the United States.1 Studies have shown that the 
incidence of basal cell carcinoma is increasing from 3% to 
10% annually.2 This is commonly seen in elderly patients 
in sun-exposed areas, and affects men more than women.1

There are 4 major types of basal cell carcinoma (nodu-
lar, superficial, morpheaform, and fibroepithelial), which 
may occur distinctively or in combination.2 Ulcers may be 
seen in any type of basal cell carcinoma, but are seen most 
commonly with nodular basal cell carcinoma.1

Exposure to ultraviolet radiation and having fair 
skin along with light eye color and light  hair color are 

well-known risk factors.1 Certain ethnic groups are at 
increased risk, such as northern European descendants. 
Only 1.8% of basal cell carcinoma occurs in dark-skinned 
individuals, which is due to the dispersion of melanin and 
melanosomes, which protect against harmful ultraviolet 
radiation.

A review of literature on basal cell carcinoma with seba-
ceous differentiation was done using Pubmed, Google 
Scholar, Web of Science, and Cochrane. The keywords 
used were basal cell carcinoma, sebaceoma, sebaceous 
differentiation, and folliculosebaceous neoplasm. Only 4 
case reports with the same histopathologic type of basal 
cell carcinoma were reported on Pubmed and Google 
Scholar, and were included in this literature review.

CASE REPORT
Herein we present a case of an 81-year-old Saudi 

woman known to have hypertension, osteoporosis, and 
rheumatoid disease, who had been compliant to her 
medications. She had a medical history of stroke, knee 
effusions, and disc prolapse. She was referred to the plas-
tic surgery clinic, complaining of a painless solitary nod-
ule (Fig. 1) on the left side of the nose for 2 years, whose 
size was increasing gradually over 2 years. On physical 
examination, a 0.5-cm fixed, firm, round well-defined 
nodule was found on the left ala of the nose with crust-
ing, erosion, and telangiectasia of the overlying skin. 
No cervical nor supraclavicular lymphadenopathy was 
noted on physical examination. The patient underwent 
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Summary: We report a very rare type of tumor in the left nasal ala in an elderly 
patient. An 81-year-old Saudi woman known to have hypertension, osteoporosis, 
and rheumatoid disease (who had been compliant to her medications) presented 
with a 0.5-cm fixed, firm, round well-defined nodule on the left ala of the nose 
(with crusting, erosion, and telangiectasia of the overlying skin), whose size had 
been gradually increasing for 2 years. The patient underwent excisional biopsy, 
and the specimen was sent for a histopathologic analysis. Macroscopic examina-
tion showed a round tan-white homogenous nodule, measuring 0.6 × 0.5 × 0.5 cm3. 
Microscopic examination revealed a fairly circumscribed unencapsulated dermal 
lesion, featuring basaloid cells with peripheral palisading, and focal stromal cleft-
ing. The final diagnosis of basal cell carcinoma with sebaceous differentiation 
was made. The patient was managed with Mohs surgery with clear margins, and 
full-thickness skin graft was done. Four months after  surgery, the patient had a 
recurrence, which was managed with a surgical excision (with 4-mm margin) and 
covered by a full-thickness skin graft. (Plast Reconstr Surg Glob Open 2020;8:e3234; 
doi: 10.1097/GOX.0000000000003234; Published online 3 December 2020.)
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an excisional biopsy, and the specimen was sent for a his-
topathologic analysis. Macroscopic examination showed 
a round tan-white homogenous nodule (size: 0.6 × 0.5 × 
0.5 cm3)

Microscopic examination revealed a fairly circum-
scribed unencapsulated dermal lesion, featuring basaloid 
cells with peripheral palisading, and focal stromal cleft-
ing. Scattered aggregates of sebaceocytes with large mul-
tivacuolated cytoplasm were seen in between (Fig. 2). No 

significant cytological atypia or mitosis could be appreci-
ated. Surgical resection margins of the nodule were all 
negative. Immunohistochemical staining was positive for 
BCL-2 and β-catenin. EMA and CEA were both negative. 
D2-40 (podoplanin) was focally positive in the basaloid 
cells (Fig. 3).

The patient was managed with Mohs surgery and 
the area covered with a full-thickness skin graft. After 4 
months from the Mohs surgery, the patient presented to 
the clinic with signs of recurrence in the same location 
(Fig. 4). During physical examination, a 0.4-cm ulcerated 
irregular nodule with pearly white borders was found on 
the left ala of the nose. An excisional biopsy was done, 
and the diagnosis revealed recurrence of the basal cell 
carcinoma (BCC) with sebaceous differentiation. The 
patient was then managed with surgical excision of the 
lesion with a 4-mm margin. The patient has been on 
follow-up for 18 months and will continue through the 
follow-up for 5 years to make sure there is no recurrence 
of the tumor.

Fig. 2. Histologic images showing dermal nodules of basaloid cells 
admixed with sebaceocytes. H&e ×200.

Fig. 3. D2-40 immunohistochemical staining featuring focal and 
weak positivity of the basaloid cells. ×200.

Fig. 4. postoperative picture of the patient, showing signs of 
recurrence.

Fig. 1. preoperative picture of the patient with a left nasal nodule.
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DISCUSSION
Three studies have been reported in the literature on 

basal cell carcinoma with sebaceous, apocrine, or follic-
ular differentiation. Basal cell carcinoma is a malignant 
neoplasm derived from abnormal folliculosebaceous-apo-
crine germinative cells.3 It usually arises in middle-aged 
adults in their 4th or 5th decades of life and is more com-
monly seen in men.1 Basal cell carcinoma usually occurs 
above the Onghren’s line, which is a line that joins the 
medial canthus of the eye to mandibular angle.4

The histopathologic differential diagnosis of a der-
mal tumor with basaloid and vacuolated cells include 
sebaceoma, sebaceous carcinoma, and BCC with seba-
ceous differentiation. Sebaceous carcinoma tends to be 
aggressive and has a high chance of distant metastases 
than both sebaceoma and BCC with sebaceous differen-
tiation.5 Sebaceoma microscopically is formed of well-cir-
cumscribed dermal tumor formed of sebaceous lobules of 
sebaceocytes with peripheral basaloid cells, that comprises 
> 50% of the lesion, with no evidence of cytological atypia, 
significant mitosis or has an infiltrative growth pattern.6 

Nonetheless, BCC may show different or several 
adnexal differentiation, and when sebaceous differentia-
tion is found, it can be challenging.6 It is usually a poorly 
circumscribed neoplasm that reaches into the dermis 
layer, composed of columnar basaloid cells with elon-
gated peripherally located nuclei. Occasional retraction 
clefts and sebaceous duct-like structures are present.7 
Sebaceocytes appearing as vacuolated cells will be present 
within the neoplasm, displaying foamy, bubbly cytoplasm 
with starry or scalloped nuclei.8 Sebaceous carcinoma, on 
the contrary, is essentially made up of sebaceocytes with 
varying proportions, showing mainly an irregular growth 
pattern with infiltration, prominent atypia, and marked 
mitotic figures, some of which may be atypical ones.6 

Many immunohistochemical markers have been used 
to distinguish between sebaceoma, sebaceous carcinoma, 
and BCC, but no specific marker differentiates them.9 
EMA is strongly positive in sebaceous carcinoma, whilst 
negative in BCC. EMA and AR are positive in sebaceous 
carcinoma. Sebaceoma shows low mitotic index Ki 67, and 
p53 staining in the basaloid cells, unlike sebaceous carci-
noma, where it has positive and random staining of both.10 
BCL-2 is strongly expressed in BCC and is generally found 
to be decreased or absent in sebaceous carcinoma.9

A study explored the utility of D2-40 (podoplanin) in 
differentiating benign from malignant sebaceous neo-
plasm. However, strong and limited expression of the basa-
loid cells indicates a benign sebaceous proliferation such 
as sebaceoma.9 In contrast, negative results or focal positiv-
ity in the basaloid cells are seen in sebaceous carcinoma in 
a much haphazard and strong manner than in BCC.9

Both location and size are known to be risk factors for 
BCC. In general, BCC occurring on the head and neck 
are more likely to recur than those that occur on the 
extremities and trunk.11 There is the high-risk area (called 
area H), which includes the eyelids, eyebrows, periorbital, 
nose, lips, central face, mandible, chin, preauricular and 
postauricular sulci, temple, and ear. These are known 
as the “mask areas” of the face. The hands, feet, and 

genitalia are also considered to be high-risk areas. The 
neck, scalp, pretibial, along with the cheeks and forehead 
are medium-risk areas referred to as “area M.”12 The trunk 
and extremities are low-risk areas referred to as “area L.” 
Low-risk tumors are BCC lesions occurring in “area L” and 
are less than 20 mm in size, or lesions occurring in “area 
M” and are less than 10 mm in size.11 BCC tumors con-
sidered as highly risky are those occurring on “area H” 
independent of size along with BCC lesions occurring in 
“area L” and “area H” and are sized more than 20 mm and 
10 mm, respectively.

Size is also a risk factor that is related to location. 
According to a 27-year retrospective review of 5755 BCCs 
by the Skin and Cancer Unit of the New York University 
School of Medicine,13 recurrences were significantly more 
common when tumors occurring in high-risk areas were 
6 mm or more in diameter or when tumors occurring in 
medium-risk areas were 10 mm in diameter.

Other risk factors for BCC include immunosuppression 
such as organ transplant. The incidence of BCC in patients 
who had organ transplant is 5–10 times higher than the 
general population.11 Patients who had undergone radio-
therapy for benign conditions were at an increased risk of 
having BCC, along with BCC that invades the perineum 
that is more likely to recur and be large in size compared 
with BCC that does not invade the perineum.

The association between age and BCC is controversial. 
One multivariate analysis showed that there is a direct rela-
tionship between increased age and likelihood of recur-
rence of BCC.14 On the other hand, another multivariate 
analysis with a very large database of 71,924 patients with 
BCC showed that patients younger than 40 years were 
more likely to have a recurrence during their first diag-
nosis.15 BCC tumors that have well-defined borders and 
are primary have the least risk of recurrence are consid-
ered low-risk tumors, whereas tumors that have ill-defined 
borders and are recurring are considered to be high-risk 
ones.11

When it comes to management, the goal is to remove 
the tumor and to maximize functional and aesthetic 
outcomes. Factors to be considered are: location of the 
tumor, size, histology, primary or recurrent, and degree of 
risk. There are currently 4 forms of management: medical, 
destructive, radiation, and surgery.10 Medical treatment is 
generally used for patients who cannot tolerate surgery 
or radiative therapy. Generally, 5-fluorouracil cream is 
applied topically, which is effective for low-risk basal cell 
carcinoma.10,16

Radiotherapy is reserved for elderly patients aged 
beyond 60 years, with a cure rate of 92%. It is preferen-
tially used when the tumor is reaching up to 15 mm in 
size and is located in a high-risk location (such as eyelids, 
ears, nose, or skin around the eyes). It can also be used 
for treating tumors in an intermediate risk location (such 
as the cheek, chin, forehead, scalp, and neck) and where 
the tumor is 20 mm in size. Radiative therapy is contrain-
dicated in verrucous cancer and certain genetic diseases 
that increase the risk of skin cancer, such as xeroderma 
pigmentosum. Osteitis and skin necrosis are side effects of 
radiative therapy, which limit its uses.17
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Curettage and electrodesiccation (C&E) is reserved 
for tumors with low risk, where curettage removes the 
tumor that is visible to the naked eye, whereas electro-
desiccation removes the residual tumor cells. C&E is con-
traindicated in hair-bearing areas and tumors extending 
to subcutaneous layers. The overall cure rate when using 
C&E is 74%.17 Laser phototherapy is used when the basal 
cell carcinoma is confined to the epidermis and papillary 
dermis. A major disadvantage is the inability to evaluate 
the surgical margins.16 Photodynamic therapy is used in 
premalignant lesions, where photosensitizing drugs are 
activated by light to create oxygen-free radicals, which 
destroy tumor cells.16,17 Cryosurgery is cooling the malig-
nant tissues to −40° C to destroy tumor cells. It is contra-
indicated in patients who have cold intolerance such as 
patients with hypothyroidism, morpheaform basal cell car-
cinoma, recurrent tumors, and cosmetically sensitive areas 
such as the face. Side effects of cryosurgery include edema 
for 4–6 weeks and permanent pigment loss.16

The surgical margins for BCC depend on the work of 
Wolf and Zitelli.18 Their analysis concludes that well-cir-
cumscribed BCC lesions less than 2 cm in diameter excised 
with a 4-mm clinical margin should result in complete 
removal in more than 95% of the cases. This also applies 
to re-excision of BCC lesions occurring in “area L regions” 
if there are positive margins obtained after an initial exci-
sion with postoperative margin assessment. If the lesion 
can be successfully excised with the recommended mar-
gins, then skin grafting, linear closure, and second inten-
tion healing are all suitable reconstructive approaches. 
However, if the BCC occurs in “area H regions,” then 
wider surgical margins must be taken into account and 
increased recurrence rate should be expected.

Mohs micrographic surgery is the preferred surgical 
technique for high-risk BCC because it allows for intra-
operative analysis of 100% of the excision margin. Two 
meta-analyses published in 1989 associated Mohs micro-
graphic surgery with a 5-year recurrence rate of 1.0% for 
primary BCC, and 5.6% if it was recurrent.19,20 In both 
these meta-analyses, the recurrence rate for patients 
who had undergone Mohs surgery was lower than that 
for surgical excision (10.1% and 17.4% for primary and 
recurrent BCC, respectively), and lower than the recur-
rence rate for any other treatment modality (cryother-
apy, radiotherapy, and curettage and electrodessication). 
An alternative to Mohs surgery is excision with complete 
circumferential peripheral and deep-margin assess-
ment using intraoperative frozen section but only if it 
includes a complete assessment of all deep and periph-
eral margins.11

Mohs surgery is an excellent option for these patients 
because it ensures complete removal of the tumor. In 
Mohs surgery, there is repeated excision until all positive 
margins are tumor-free.4 Mohs surgery (also known as 
Mohs micrographic surgery) includes sequential horizon-
tal excision, which is done using topographic mapping of 
the lesion.21 Indications of Mohs surgery include tumors 
that have a high recurrence, lesions in cosmetic sensitive 
areas such as periorbital, periauricular, and paranasal 
areas, and lesions with poorly delineated margins.21

When it comes to managing basal cell carcinoma, many 
different features need to be taken into consideration, 
such as the age of the patient, presence of comorbidi-
ties, and the type of BCC. In general, BCC with sebaceous 
differentiation is not considered to be aggressive distally 
because it rarely metastasizes to different organs, but it 
is aggressive locally because it has a high recurrence rate 
and therefore can be managed with Mohs surgery.6,8 BCC 
with sebaceous differentiation is said to be benign, with 
a generally good prognosis and a metastatic rate of less 
than 0.1% to bones, lungs, and lymph nodes but a high 
5-year recurrence rate of 30%–50%.22 There is no clinical 
feature that distinguished BCC with sebaceous differentia-
tion. It is a strictly histopathologic diagnosis that must be 
diagnosed by biopsy.

CONCLUSIONS AND RECOMMENDATIONS

 1. Basal cell carcinoma with sebaceous differentiation is 
a very rare type of differentiation of a common tumor 
that has a good prognosis, with a metastatic rate of 
less than 0.1% but a high 5-year recurrence rate of 
30%–50%.

 2. It must be distinguished from similar tumors such as 
sebaceoma and sebaceous carcinoma with basaloid 
cells. Undoubtedly, histopathologic features remain 
the mainstay in their differentiation, and thereby, 
selecting the proper modality of management.

 3. The number of cases reported is less than a handful; 
so no guidelines exist in the management of such 
cancer. We recommend frequent follow-up due to the 
high recurrence rate.

 4. Our suggestion is a follow-up plan every 3 months for 
the first year and then every 6 months for the second 
year and then yearly afterward because of the high 
recurrence rate of 30%–50%.

 5. We recommend Mohs surgery due to the high recur-
rence rate of this tumor.
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PATIENT CONSENT 
The patient provided written consent for the use of her image.
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