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Abstract

Background: Tripe palms (TP) is one of the rare cutaneous paraneoplastic manifesta-
tions of various intra-abdominal malignancies. TP and malignant acanthosis nigricans
(MAN) occur together and may precede even years before the index cancer. Though
rare, the clinical significance of TP and MAN holds significance as an indicator of
internal malignancy.

Case: Here, we describe 71-year, postmenopausal female with ovarian cancer who
presented to us with a history of dyspepsia, abdominal distension, and weight loss.
On detailed history and evaluation, it was found that she had TP and MAN 4 years
before diagnosis.

Conclusion: The unique presentation preceding the primary illness necessitates
extensive early work-up to look for malignancy and the initial consideration for sur-

gery due to the tumor biology in such patients.

KEYWORDS

1 | BACKGROUND

Tripe palms (TP), a term coined by Jacqueline Clarke, is a rare cuta-
neous manifestation often associated with internal malignancies.!
In 1993, Cohen et al published a review of all cases reported till
then. The study revealed that among 87 patients of TP, 79 (91%)
cases were associated with cancer. The association seen between
TP and malignant acanthosis nigricans (MAN) in cancer patients
was 72%.2 Since Cohen et al review, many case reports have con-
sistently reported the association between malignancies involving
various organs with TP and MAN. These rare dermatological find-
ings are strong pointers of internal malignancy and warrants a
detailed search for the same, imparting diagnostic significance
to them.

However, to the best of our knowledge, treatment outcomes
of such cases and prognostic relevance are unknown. We present

a case of platinum-refractory ovarian carcinoma, with cutaneous

carcinoma ovary, malignant Acanthosis Nigricans, platinum resistance, tripe palms

paraneoplastic manifestations of TP and MAN. We also propose a
biologically plausible hypothesis that patients who develop TP
and MAN carry an intrinsic resistance for platinum-containing
chemotherapy.

2 | CASEPRESENTATION

A 71-year, postmenopausal female, presented to us with a history of
dyspepsia, abdominal distension, and weight loss of 2-month duration.
Earlier, she was evaluated elsewhere for similar presenting complaints
and diagnosed to have adenocarcinoma carcinoma ovary (stage IlIC).
She received three cycles of chemotherapy (Paclitaxel and Car-
boplatin), and response assessment showed a partial response, but
she refused surgical options. The treating physician continued three
more cycles of chemotherapy, and the patient remained on irregular

follow-up for the next three months.
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After that patient presented to our institute with above mention
symptoms suggestive of recurrence/progressive disease.

On further inquiry, there was a history of these skin changes for
the last 4 years, but no medical help was sought. On evaluation, the
patient was nondiabetic, nonhypertensive, and not suffering from any
chronic medical illness.

3 | INVESTIGATIONS

After that patient presented to our institute with above mention
symptoms suggestive of recurrence/progressive disease. The patient
was evaluated with ascitic fluid cytology (reported as poorly differen-
tiated adenocarcinoma), tumor markers, and radiological imaging to
confirm disease recurrence.

Clinical evaluation revealed excessive thickening, course velvet-
like texture with honeycombed plaques of the palms, and soles
(Figure 1AB). Also, there was hyperpigmentation of skin folds and
crease all over the body (Figure 1C).

4 | TREATMENT AND OUTCOME

Her treatment course indicated platinum-refractory carcinoma ovary,
so second-line Liposomal Doxorubicin chemotherapy was planned.
After two cycles of chemotherapy, she developed obstructive jaun-
dice, which was due to liver metastasis, confirmed by ultrasonogra-
phy. Subsequently, the patient underwent percutaneous transhepatic
biliary drainage. Her palliative plan was explained to the patient and
family. As she opted for home-based supportive care, a local hospice

(A)

FIGURE 1
chin, and neck

facility was involved for the same. The patient succumbed to her ill-
ness in May 2020.

5 | DISCUSSION

TP and MAN are rare dermatological paraneoplastic manifestations.
Their clinical relevance has been highlighted by Cohen et al, who
reported that gastric and lung cancers were the most common associ-
ated primary cancers (29% and 20%, respectively). These par-
aneoplastic skin lesions preceded the diagnosis of cancer in 48%
patient, developed simultaneously (within 1 month) in 21%, and 31%
after diagnosis was established or in follow up. The representation of
ovarian cancer in the study was just 3.5%.2

On Pubmed and Google search from 1995 to 2020, we found
only five case reports of ovarian cancers with features of TP and
MAN and summarized them in (Table 1). In most patients, the skin
lesions were present before cancer diagnosis, and those who under-
went surgical intervention had better clinical outcomes for cancer and
skin lesions.

Among the patients with inoperable ovarian cancer, sensitivity to
platinum-based chemotherapy is crucial for a favorable outcome. The
secretion of tumor growth factor (TGF-a), Epidermal growth
factors(EGF) by tumor cells, and upregulation of epidermal growth
factor receptors-like (EGFR, FGFR-3) are implicated in the pathogene-
sis of TP and MAN.2 These pathways are also involved in intrinsic
chemoresistance for platinum-based chemotherapy in ovarian can-
cer.? So, possibly “the cancer patients with TP and MAN may have
intrinsic platinum resistance.” Though this is biologically plausible, it
requires further evaluation.

(€)

(A) Tripe palms with palmer hyperpigmentation, (B) skin changes in feet, and (C) Malignant Acanthosis Nigricans on the forehead,
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TABLE 1 Case reports of Carcinoma ovary presented with Tripe palm (TP) and Malignant Acanthosis Nigrican (MAN) with their treatment

and response outcome

Clinical presentation of FIGO
Authors  Diagnosis skin lesion stage
Costa 57 years/F Presented for 2 years, Stage
etal® Adenocarcinoma but no evaluation \%
Singh 47 years/F Noticed during Stage
and Adenocarcinoma evaluation A
Rai*
Oh 57 years/F Presenting symptom and Stage
etal® Adenocarcinoma direct search of cancer llic
Kebria® 52 years/F Presenting symptom and Stage
1.Clear cell carcinoma direct search of cancer -1A
left ovary (Grade- Stage-
1) 1A
2. Endometrial
adenocarcinoma
Low” 69 years/F Presenting symptom and Stage
High-grade serous direct search of cancer v
carcinoma

Abbreviations: CR, Complete remission; NA: information not available.

In the current case, the patient presented in advanced-stage
ovarian cancer. Although the skin lesions of TP and MAN were
there 4 years before the index malignancy, medical attention was
not given in time. If TP and MAN's features were addressed and
evaluated earlier, the patient might have had a better treatment
course and survival. Although the initial oncological treatment
plan of cytoreductive surgery following neoadjuvant chemother-
apy was appropriate, consent for surgery was denied. Retrospec-
tively, though we understand and respect the patient's decision, it
might have resulted in better outcomes if it should have been pur-
sued. To the best of our knowledge, this is the first case report of
paraneoplastic TP and Man in platinum-refractory carcinoma

ovary.

5.1 | LEARNING POINTS

e TP and MAN are rare dermatological paraneoplastic manifestations
found in many cancers.

e In a large number of patients, their appearance is an essential early
diagnostic pointer for detecting internal malignancies.

e Timely intervention and evaluation is the key to improve the
outcomes.

e There is a biological plausibility that tumor presenting with TP and
MAN may be prone for platinum-resistance which needs to be

explored further.

Outcome 1. Follow-up
Malignancy mention by
Treatment 2. Skin lesion author
Palliative chemotherapy NA NA
Cytoreductive surgery followed NA NA
by chemotherapy
Cytoreductive surgery followed CR 2 years
by paclitaxel with carboplatin Skin lesion
six cycles completely
recovered
Cytoreductive surgery followed CR 1 year
by six cycle paclitaxel and Completely
carboplatin chemotherapy disappeared
Six cycle paclitaxel and CR 2 years
carboplatin chemotherapy clinically
followed by cytoreductive Improved

surgery

e Though, at present, the prognostic significance is not established,;

further research and awareness for this entity should be pursued.
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