
407Indian Journal of Dermatology, Venereology and Leprology | Volume 86 | Issue 4 | July-August 2020

Letters to the Editor

Cutaneous squamous cell carcinoma in a 
patient with Lynch syndrome

Sir,
Lynch syndrome or hereditary nonpolyposis colorectal cancer 
is the most common form of hereditary colorectal cancer. It is 
characterized by positive family history, early‑onset and the 
development of metachronous cancers such as endometrial, 
ovarian, stomach, small bowel, pancreatic, hepatobiliary, 
brain and urinary tract cancers. It is inherited as an autosomal 
dominant syndrome and characterized by a germline 
mutation in mismatch repair genes. Muir–Torre syndrome 
is a variant of Lynch syndrome, with a higher risk of skin 
tumors such as sebaceous adenoma, sebaceous carcinoma or 
keratoacanthoma.1 Cutaneous and noncutaneous squamous 
cell carcinomas are very rare in Lynch syndrome.2 Herein, 
we report a patient with Lynch syndrome, with a history 
of colon cancer, who developed cutaneous squamous cell 
carcinoma.

A 37‑year‑old woman from Saudi Arabia  underwent 
subtotal colectomy in 2007 and the pathology revealed 
a T1 (intramucosal with no stalk invasion), N0 and 
M0 adenocarcinoma of the colon. She did not receive 
chemotherapy or radiotherapy and has not developed 
recurrence till date. She had a strong family history of 
colon cancer, through her mother, sister and brother. 
Genetic testing for a germline mutation in the adenomatous 
polyposis coli gene was negative. In 2017, she presented 
with a lesion on the neck, that had progressively grown 
over  2 months, associated with intermittent pain, bleeding 
and ulceration. She had no family history of skin cancers. 
On examination, we observed a tender exophytic growth, 
measuring 3 × 4 cm in size and partially ulcerated over the 

lower left side of the neck with no palpable regional lymph 
nodes  [Figure  1]. Punch biopsies were obtained from the 
lesion which showed keratinizing squamous epithelium 
with focal atypia. Computed tomography of the head and 
neck revealed a soft‑tissue, cutaneous mass in the left side 
of the lower neck with no underlying extension and multiple 
cervical lymph nodes. Computed tomography showed 
no radiologic evidence of metastasis. The tumor was then 
managed with wide local excision and was identified as 
keratinizing squamous cell carcinomas, that was moderately 
differentiated  [Figure  2]. Immunohistochemical studies 
showed positive staining for MutS Homolog 2 (MSH-2), 
MutL Homolog 1 (MLH‑1) and Postmeiotic Segregation 
Increased 2 (PMS-2) and focally weak positivity for MutS 
Homolog 6 (MSH‑6)  [Figure  3]. Immunohistochemical 
staining of the patient’s colonic adenocarcinoma showed a 
lack of expression of MSH‑6 [Figure 4].

Lynch syndrome  (previously referred to as hereditary 
nonpolyposis colorectal cancer) is associated with a 
predisposition to various malignancies at a young age. It is 
characterized by a germline mutation in one of the mismatch 
repair genes  (most commonly MLH‑1, MSH‑2, MSH‑6 or 
PMS‑2).1 Germline mutations in MSH‑6 account for 18% of 
Lynch syndrome cases and result in tumors lacking MSH‑6 
expression, as observed in our patient’s colon cancer.3 
The Muir–Torre variant is characterized by the presence 
of sebaceous adenomas, sebaceous carcinomas and/or 
keratoacanthomas with visceral malignancies.1

In a study conducted in the Dutch population, malignant skin 
tumors were found in 8.2% of Lynch syndrome patients. An 

Figure 1: Squamous cell carcinoma over the left lower neck Figure 2: Moderately differentiated keratinizing squamous cell carcinoma 
(H and E stain, original magnification, ×100)
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Figure  4: Immunohistochemical staining of the patient’s colonic 
adenocarcinoma showing lack of expression of MSH‑6 (×200)

their consent for their images and other clinical information 
to be reported in the journal. The patients understand that 
their names and initials will not be published and due efforts 
will be made to conceal their identity but anonymity cannot 
be guaranteed.
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important finding of this study was the twelve‑fold increased 
risk, at the age of 60 years; of developing a squamous cell 
carcinomas or sebaceous carcinoma in their population 
of patients with Lynch syndrome, compared to the general 
Dutch population.4 Squamous cell carcinomas is not 
considered part of the Lynch syndrome‑associated cancer 
spectrum. However, it was described in a few case reports. 
In 2014, Amjad et  al. reported the first case of squamous 
cell carcinomas in the duodenum, showing loss of MSH‑2 
and MSH‑6 expression, in a patient with Lynch syndrome, 
with a history of colorectal adenocarcinoma and MSH‑2 gene 
deletion.2 In 2015, Sorscher described a case of a molecularly 
confirmed germline mutation in MLH‑1, along with colon 
cancer and squamous cell carcinomas, both showing lack of 
expression of MLH‑1, in a 54‑year‑old man.5 Our patient had 
a history of colon cancer which showed a lack of expression 
of MSH‑6. However, her skin squamous cell carcinoma 
showed strong, positive expression of MSH‑2, MLH‑1 and 
PMS‑2 and weak focal positivity of MSH‑6.

This is a new case of a tumor that is not part of the Lynch 
syndrome spectrum developing in a patient with Lynch 
syndrome. Squamous cell carcinomas is relatively common, 
making it difficult to establish a true link between this tumor 
and germline mutations. It may be best in accordance with 
the reported cases, to consider the increased risk and perform 
annual skin examinations to identify any suspicious skin 
lesions.
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Facial nodulocystic eruption induced by 
sorafenib in a patient with hepatocellular 
carcinoma

Sir,
Sorafenib is a multitarget kinase inhibitor used in 
the treatment of hepatocellular carcinoma, renal cell 
carcinoma and thyroid cancer. Cutaneous toxicity is very 
frequent in patients receiving sorafenib. The most common 
skin‑related adverse effects are hand‑foot skin syndrome, 
alopecia, mucositis, xerosis and an erythematous 
eruption on the trunk. We present the case of a patient 
who developed nodulocystic lesions on the face during 
sorafenib treatment. To our knowledge, a nodulocystic 
eruption to sorafenib has  been reported only once.

A 63‑year‑old man was diagnosed with advanced 
hepatocellular carcinoma due to alcoholic liver cirrhosis in 

July 2017. Sorafenib at a dose of 400  mg twice daily was 
prescribed starting on August 1st. One month later, the patient 
was referred to the dermatology department with large and 
painful nodules on the face and painful lesions on palms and 
soles.

Dermatological examination showed several inflammatory 
nodulocystic lesions located on the right ear, preauricular 
region, chin [Figure 1] and left infraorbital region [Figure 2]. 
In addition, the patient presented a characteristic hand‑foot 
skin syndrome consisting of peeling, blistering and erosions 
of the distal fingertips. Additionally noted  was a symmetrical 
diffuse tender erythema and edema over the palms and 
hyperkeratotic plaques on the plantar pressure areas of both 
feet.

Figure 1: Several inflammatory nodulocystic lesions were observed on the 
right ear, preauricular region and chin

Figure 2: Left infraorbital region was also affected by crusted nodules
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