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Letters to the Editor

Sister Mary Joseph’s nodule 
derived from lung cancer

Sir,
Sister Mary Joseph’s nodule (SMJN) refers to metastatic 
malignant tumor nodules of the umbilicus, which was 
first introduced by Hamilton Bailey in 1949. It was 
named after Sister Mary Joseph, a nurse who was the 
first person to observe umbilical nodules as one of the 
less-well known signs of intraabdominal metastatic 
disease. It can be the first symptom of an underlying 
cancer.

In most cases, common sites of primary tumors of the 
SMJN are the stomach and colon in males, but ovaries 
and endometrium in females. Rare metastases from 
other areas such as cecum, pancreas, gall bladder, 
fallopian tube and prostate have also been reported. 
However, in as many as 30% of the cases, the site of 
origin of the metastasis remains unidentified.[1] We 
present here a case of SMJN originating from the 
pulmonary adenocarcinoma and discuss its possible 
modes of metastatic spread.

A 51-year-old female presented with a painless, 
ulcerated mass in the umbilicus for more than 1 year. 
Three months before consultation, she developed right 
chest pain and tightness.

Physical examination revealed a dark-red subcutaneous 
nodule with an ulcerated surface and a purulent 
discharge in the umbilicus [Figure 1]. On palpation, 
the nodule was hard, immobile and adherent to 
the overlying skin. Systemic examination revealed 

decreased breath sounds and dullness on chest 
auscultation at the right lower lung area. Serum titers of 
both carcinoembryonic antigen (CEA) and CYFRA21-1 
were found to be positive. The chest computed 
tomography (CT) scan showed a parenchymal opacity 
in the right lower lung [Figure 2a]. Obvious right 
pleural effusion and atelectasis of middle and lower 
lobes of the right lung was also noticed. Furthermore, 
CT scan of the upper abdomen showed thickening and 
beaded changes of the peritoneum and pleura at the 
basis pulmonis [Figure 2b]. Smear examination of the 
pleural fluid revealed atypical cells. Thoracoscopy 
revealed numerous white lesions located on the 
right lung and right visceral pleura. Biopsy of the 
visceral pleura showed infiltration of malignant cells, 
suggestive of adenocarcinoma [Figure 3a], and was 
stained positively for both Cytokeratin 7 (CK7) and 
Cytokeratin 20 (CK20). Umbilical skin biopsy also 
showed adenocarcinoma cells positively stained for 
both CK7 and M-CEA infiltrating the whole dermis 
[Figure 3b]. Thorough examination of other systems 
did not reveal any positive findings for neoplastic 
involvement. Based on the above clinical, laboratory, 
radiological and histological findings, the patient was 
diagnosed as lung adenocarcinoma: T4N1M1, stage IV.

Although cutaneous metastasis from lung cancer is 
well recognized as most commonly involving the 
upper chest wall, umbilical metastasis from lung 
cancer is rather a rare event. Charoenkul et al.[2] 
reviewed 262 cases of reported umbilical metastases 
till 1977, without a single case originating from lung 
cancer. Up till now, only five cases of pulmonary 
adenocarcinoma from 121 cases of SMJN have been 
reported by several researchers.[3,4] In our case, 
pulmonary adenocarcinoma was identified as the 
primary tumor of SMJN based on negative findings of 
the thorough examination of other systems, including 
gynecological organs and radiological imaging results, 
which showed involvement of the right lower lung 
manifesting as a single lesion only. We thus excluded 
the possibility of metastatic tumors to the lungs 
from other unidentified primary tumors that would, 
in contrast, have manifested as multiple lesions 
involving both lungs. Therefore, lung cancer should 
be recognized as one of the malignant neoplasms that 
can have umbilical metastasis. It should be pointed 
out that the patient developed cutaneous umbilical 
lesion that preceded chest symptoms; Therefore, 
SMJN may be the first presenting sign and may have 
clinical significance as an ominous diagnostic sign in 
the cases of disseminated lung cancer.

Figure 1: Dark-red subcutaneous nodule with an ulcerated surface 
and a purulent discharge in the umbilical area
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Figure 2: (a) Computed tomography image of patient’s chest showing right pleural effusion, atelectasis of right lung and parenchymal 
opacity. (b) Computed tomography image of the patient’s upper abdomen showing thickening and beaded changes of the peritoneum 
and pleura at the basis pulmonis
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Figure 3: (a) Adenocarcinoma cell infiltration (arrows) of visceral pleura (H and E, ×400). (b) Low-differentiated adenocarcinoma cell 
infiltration (arrows) of umbilical dermis (H and E, ×100)

a b

Possible modes of metastatic spread to the umbilicus 
can be either hematogenous, involving anastomosis 
of the paraumbilical and portal veins, or contiguous 
extension along the peritoneum, and embryonic 
structures such as the obliterated urachus, the 
ligamentum teres and the falciform ligament.[5] Similar 
to the case reported by Saito et al.,[3] contiguous 
extension from the right pleura to the anterior 
peritoneal surface was the most likely mode of spread 
in our case, based on the abdomen CT findings, 
which revealed thickening and beaded changes of the 
anterior peritoneum. We presume that the right lung 
cancer is more prone to umbilical metastasis than 
the left lung cancer, as the right pleura is closer to 
the above-named embryonic structures than the left 
pleura.

We reported a case of SMJN originating from pulmonary 
adenocarcinoma to extend the list of differential 
diagnosis of SMJN in female patients and emphasize 
the importance of examination of the respiratory 
system, apart from other systems of common origin in 
suspected cases.
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Sudden irreversible worsening of 
myopia with isotretinoin treatment

Sir,
Systemic isotretinoin is associated with a large 
number of adverse effects, mainly related to the 
integument, the musculoskeletal system and central 
nervous system. Ophthalmologic side effects are also 
frequent, the most common being dry eyes, keratitis, 
and blepharoconjunctivitis.[1] Refractory errors of 
vision, however, are not commonly reported in 
isotretinoin users and do not find a mention in the 
patient information leaflet provided with the drug. 
We report herein a patient whose previously stable 
myopia deteriorated dramatically when he was started 
on oral isotretinoin.

A 22-year-old man presented with nodulocystic 
acne of 2 years duration. He had failed to respond 
to a course of oral pulsed azithromycin with topical 
tretinoin. He had stable myopia of 3.0 D in both eyes 
since the age of 12 years, for which he was using 
corrective eyeglasses. Apart for this, he did not have 
any significant past medical or surgical history. He 
was prescribed oral isotretinoin 0.3 mg/kg for the 

acne after counseling. Fifteen days after starting 
isotretinoin, he noticed blurred distant vision which 
continued to progress with time. He did not complain 
of dry eyes, redness, or irritation. Mild cheilitis was 
the only adverse effect noted by the patient. Serum 
transaminases and lipid profile done at the end of 1 
month of therapy did not reveal any abnormality. Two 
months after starting isotretinoin, he was examined by 
an ophthalmologist and was found to have myopia of 
7.5 and 8 D in both eyes. The rest of the ophthalmic 
examination was within normal limits. He was advised 
to discontinue isotretinoin immediately and was given 
new corrective eyeglasses. Follow-up for the next 1 
year failed to reveal any improvement or worsening in 
the refractive error in both eyes.

A 2001 review of more than 1700 case reports related to 
adverse effects of isotretinoin[2] evaluated 38 different 
ocular signs and symptoms and revealed the following 
as “certain” adverse effects: abnormal meibomian gland 
secretion, meibomian gland atrophy, corneal opacities, 
myopia, ocular discomfort, blepharoconjunctivitis, 
photophobia, ocular sicca, decreased dark adaptation, 
decreased tolerance to contact lenses, decreased 
vision, tear osmolarity, keratitis, and teratogenic ocular 
abnormalities. Those considered “probable/likely” 
were decreased reversible color vision and permanent 
loss of dark adaptation.

Acute new-onset myopia has been documented 
in isotretinoin users in isolated reports, mainly in 
ophthalmology literature.[3] In some cases, myopia 
resolved on stopping the drug and recurred on 
re-initiation, confirming the causative role of 
isotretinoin.[4] However, permanent myopia after 1.5 
months of isotretinoin use has also been reported.[5] To 
our knowledge, worsening of pre-existing myopia has 
not been reported earlier with isotretinoin.

In the index case, we cannot be absolutely certain 
that the myopia was aggravated by isotretinoin since 
there was no improvement in visual acuity after 
drug cessation. However, he was not taking any 
other concurrent medication that could explain the 
sudden worsening of the refractive error that had 
been stable for 10 years. The Naranjo algorithm score 
was 6, indicating that this event fell in the category of 
“probable adverse drug reaction.”

The pathomechanism behind isotretinoin-induced/
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