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ABSTRACT

The occurrence of synchronous pancreatic cancer and other primary cancer is not frequent and reaches about 5.6% as
reported in autoptic studies. Double resections of the pancreas with another organ due to synchronous malignancies
have been published only in quite sporadic sets of cases or individual case reports. We present a case report of a 40
years lady who presented with intermittent pain, fever and jaundice for 15 days. Examination revealed a palpable gall
bladder, firm in consistency and tender to touch. She was admitted with a provisional diagnosis of cholangitis and
started on intravenous antibiotics. Patient’s clinical condition improved and she was planned for a CECT and MRCP
which revealed an heterogenously enhancing mass lesion in upper pole of left kidney, s/o of renal cell carcinoma
(RCC) and an enhancing lesion in periampullary region s/o periampullary carcinoma with no evidence of free fluid or
metastasis. ERCP guided biopsy revealed moderately differentiated adenocarcinoma and USG guided renal biopsy
revealed clear cell carcinoma. Whipple’s procedure with left nephrectomy was performed. Intra operative findings
revealed post-operative course and hospital stay was uneventful. Biopsy revealed poorly differentiated
pancreaticobiliary adenocarcinoma with no lympho vascular or lymph nodal invasion (pT3aNo) and left sided clear
cell renal carcinoma with no lympho vascular invasion (pT1No). Synchronous malignancy of pancreas and kidney is a
very rare presentation. Literature describes presence of RCC with periampullary metastasis and patients presenting
with RCC post whipple’s procedure but only a handful of case reports describe presence of dual malignancy as
reported above.
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INTRODUCTION

Patients which have diagnosed with a cancer, have a life
time risk for developing another de novo malignancy
depending on various inherited, environmental and
iatrogenic risk factors. Recent improvements in the
prognosis of cancer patients have led to an increase in the
incidence of second primary cancers, and the frequency
of multiple primary malignant tumors is expected to
increase as the population ages.*?

The frequency of multiple primary tumors among all
cases of malignancy has been reported as 1 to 3%.3 The

frequency of pancreatic cancer in association with cancer
of other organs is estimated to range from 1% to as high
as 20% with malignancies predominately of the stomach,
colon, thyroid, and genitourinary tract.*®> Second
malignancies reported to be associated with renal cell
carcinoma (RCC) include Non-Hodgkin’s lymphoma,
multiple myeloma, chronic lymphatic leukaemia,
melanoma and cancers of the bladder, prostate, breast,
rectum, and lung with an incidence that varies from 5 to
27%.%7 There has only been infrequent reporting of
synchronous or metachronous tumors of the pancreas and
the kidney.>8
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RCC, originating in the renal cortex and accounting for
(80-85%) of malignant kidney tumors, represents (2-3%)
of all cancers, with the highest incidence occurring in
more developed countries.® Rates of RCC vary
internationally more than 10 folds, suggesting a strong
role for exogenous risk factors, in addition to possible
roles of geographic differences in genetic susceptibility
and diagnostic variability.

Pancreatic ductal adenocarcinoma (PDAC) comprises 2%
of all cancer diagnoses and is a highly malignant
carcinoma, making it the fourth leading cause of cancer-
related death.'® Unfortunately, due to the late presentation
of symptoms, only (10-20%) of patients are candidates
for surgical resection, which remains the only viable
chance for cure.™

To the best of our knowledge, only few cases with
synchronous or metachronous occurrence of both tumors
have been reported in the literature.

CASE REPORT

We present the case of a 40 years lady who presented
with intermittent pain, fever and jaundice for 15 days.
Examination revealed a palpable gall bladder, firm in
consistency and tender to touch. The patient was admitted
with a provisional diagnosis of cholangitis and started on
intravenous antibiotics. Patient’s clinical condition
improved and she was planned for a MRCP which
revealed an enhancing lesion in periampullary region s/o
periampullary  carcinoma and an heterogenously
enhancing mass lesion in upper pole of left kidney
(Figure 1).

Figure 1: Coronal section CECT images showing left
sided renal mass.

CECT revealed features s/o left RCC with periampullary
carcinoma with no evidence of metastasis (Figure 2). A
suspicion of primary periampullary carcinoma with renal
metastasis was made and the patient further evaluated
with an ERCP guided FNAC of the periampullary lesion
which revealed moderately differentiated
adenocarcinoma and USG guided renal biopsy revealed
clear cell carcinoma. A PET scan was done which
showed FDG uptake at the periampullary and renal lesion

with no uptake elsewhere. Hence a diagnosis of dual
synchronous malignancy was made based on Warren and
Gates criteria and Whipple’s procedure with left
nephrectomy was performed. Intra operative findings
revealed a 6x5 cms tumour in the upper pole of left
kidney with a 3x3 cms mass lesion in the distal end of
CBD with extension in the head of pancreas. Liver,
spleen, parietal peritoneum was normal. Post-operative
course was uneventful. Biopsy revealed poorly
differentiated pancreaticobiliary adenocarcinoma with no
lymphovascular or lymph nodal invasion (pT3aNO) and
left sided clear cell renal carcinoma with no
lymphovascular invasion (pT1NO). Patient was started on
adjuvant chemotherapy with gemcitabine and cisplatin, is
doing well clinically, and is on regular follow up.

Figure 2: Transverse CECT images showing double
duct sign with a periampullary mass lesion.

Figure 3: Post-operative specimens, on the left side
specimen post whipple’s procedure and right side the
specimen of left kidney with tumor.

DISCUSSION

Multiple primary malignancies in a single patient were
first described in 1879 by Billroth.*? The neoplasms may
be limited to a single organ or, as in our case, involve
multiple and anatomically separate organs. The north
American association of central cancer registries
(NAACCR) classifies multiple primary tumors into two
categories: synchronous, in which the cancers occur at
the same time (the surveillance epidemiology and end
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results program (SEER) definition is within two months)
and metachronous, in which the cancers follow in
sequence, that is, more than two months apart.’?
Metachronous primary malignancies are becoming
increasingly common because of an increase in the
number of elderly cancer survivors, greater awareness,
and improved diagnostic modalities.

Whether the second lesion is truly a primary or represents
metastases is difficult to decide and for this the Warren
and Gates criteria (1932) are used which proposed that a
diagnosis of multiple primary malignancies requires the
following.!? Each tumor should present a definite picture
of malignancy, each tumor should be histologically
distinct, and the possibility that one is a metastasis of the
other must be excluded.

Although the mechanisms involved in the development of
multiple primary cancers are not fully understood, several
factors have been implicated. These findings are
complex, and include environmental factors (tobacco and
alcohol  abuse, occupation, pollution), genetic
predisposition, previous medical treatment (radio or
chemotherapy), gender-specific factors, hormonal factors,
and interaction of these factors.’* Studies examining
genetic factors found that microsatellite instability was
more frequent observed in multiple primary cancers than
in sporadic cancers.”® The incidence of double primary
cancer has been carried out by the review of cancer
registries in several countries, and range from (1.0-20%).4
The first single case report of double cancer involving
pancreatic and renal cell carcinoma was reported by
Sasaki et al, in 1969.1 Since then, only a few more case
reports have been published of this coincidence with the
largest group including 6 patients. Alexakis et al,
presented 2 patients with RCC and synchronous primary
PDAC.®

The overall reported incidence of PDAC associated with
other organ malignancies is (1-20%).* Kamisawa et al,
found that pancreatic cancer was associated with a high
incidence of malignancies of the gastrointestinal tract,
especially the stomach.’” Gerdes et al, investigated 69
patients with PDAC and found 13 patients (19%)
suffering from second primary malignancies®, but none
had RCC. A study of pancreatic cancer found 134 (5.6%)
associated malignancies in 2394 autopsies including 7
with RCC (0.29%).* Rabbani et al, identified multiple
primary malignancies in 27% of 763 RCC patients and
found an increased incidence of prostate, bladder and
colorectal cancer and Non-Hodgkin’s lymphoma but no
PDAC.18

Several hereditary cancer syndromes coincide with an
increased risk of pancreatic cancer. PDAC is seen in
some breast cancer families with BRCAL1 and BRCA2
mutations.’® Affected family members of the FAMMM as
well as those with a positive family history of ataxia-
telangiectasia have much higher risk of developing
PDAC compared with the general population.?® Patients

with HNPCC have an increased risk of pancreatic cancer
as well as stomach, breast, small bowel, endometrial, and
renal pelvis cancer.?

Patients with a RCC have a significantly higher risk of
other subsequent primary malignancies.5* While
prevalence studies based on autopsy series have
identified a (30-40%) incidence of other primary
malignancies in RCC patients, cohort studies have
identified rates of (4.5-27.4%).57 A study by Czene et al,
clearly indicates that patients with RCC are at increased
risk of other cancers not only the first year after primary
diagnosis, but also after more than 10 years.?? Regarding
second primary pancreatic cancers in RCC patients,
environmental factors, such as dietary habits or tobacco
use, and genetic factors have also been suggested to be
risk factors.?® Although this study did not examine the
risk factors for both primary cancers patients, tobacco
cigarette smoking is a common environmental risk factor
of both cancers, approximating to a 2 folds relative risk.?*

CONCLUSION

Nevertheless, we believe that there could be a new
association between these two primary tumors. Further
analytic epidemiological studies, including evaluation of
gene-environment interactions, are needed to specifically
identify reasons for double pancreatic-kidney tumors.
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