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Metastasis to Spleen in a Lynch Syndrome Patient: A Case Report
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Hereditary non polyposis colorectal cancer (HNPCC) also known as Lynch

syndrome (LS), is an autosomal dominant cancer syndrome. Besides colorectal cancers,

Received: 2021/10/15;
Accepted: 2022/07/02;
Published Online: 07 July 2023;

it predisposes patients to extracolonic cancers. Despite several extracolonic cancers
have been reported on LS, we found a new face of'it. A 43-year-old G2L2 patient with
chief complaint of abnormal uterine bleeding. Her endometrium biopsy showed clear

cell carcinoma, and the necessary work-ups have been done. But the patient's family
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history demonstrated HNPCC based on the Amsterdam 2 criteria. After some years, the
patient presented to our hospital for fever, shivering and abdominal LUQ pain. Spiral
CT scan showed a solid cyst with heterogeneous enhancement in the spleen, and
hepatosplenomegaly. In this paper, another case with endometrial cancer as a sentinel
feossy cancer of LS is reported. This fact implicate that physicians should notice the family
PR BN history of malignancies in patients with gynecologic cancers and consider LS.
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Introduction

Hereditary non polyposis colorectal cancer
(HNPCC) also named as Lynch syndrome (LS), a
familial cancer syndrome, which 1is autosomal
dominant. This uncommon syndrome, besides
colorectal carcinoma, predisposes patients to various
extracolonic cancers (1). This syndrome is related to
inactivating mutations in genes involved in DNA
mismatch repair(MMR), such as MLHI1, MSH2,
MSH6, and PMS2 (2). This syndrome accounts for
approximately 1-4% of endometrial cancers and 2-3%
of colorectal cancers (3). Also, in middle eastern
population cases of LS include approximately 1% of
colorectal cancer samples (4). In patients with lynch
syndrome the risk of developing colorectal cancer is up
to 80% during their life. In addition, Women with lynch
syndrome have a 20-60% risk of endometrial cancer
(5). Also, people who carry at least one of these
mutations have an increased lifetime risk of extra
colonic cancers like endometrial, ovarian, stomach,
pancreas, ureter, renal pelvis, bile duct, and brain
tumors. This syndrome may also include sebaceous
gland adenomas, and carcinoma of the small bowel,
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however the incidence of aforementioned neoplasms
are more rare than the other neoplasms (6). The
screening may be effective for early detection of
colorectal cancers, whereas the efficacy of surveillance
for other organ tumors has not yet been established.

Although some different extra colonic cancers have
been reported, we found a new face of LS. The present
report describes a patient with lynch syndrome in
whom splenic cancer was detected after assessing by
spiral CT-scan which was done because the patient
referred with chief complaint of high-grade fever,
cough and dyspnea.

Case Report Presentation

A 43-year-old patient, gravida 2, para 2 (G2L2),
presented at our hospital with symptoms of fever,
shivering, and abdominal pain in the left upper
quadrant (LUQ). The patient also experienced dyspnea,
coughing, and weight loss. A spiral CT scan revealed a
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solid cyst with heterogeneous enhancement and
hepatosplenomegaly (Figure 1).
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Figure 1. Two cuts of spiral CT-scan of the patients spleen mass(with negative view)

Four years ago, the patient with chief complaint of
abnormal uterine bleeding (AUB) referred to a
gynecologist. A biopsy of her endometrium showed
clear cell carcinoma. The tumor located in the inferior
segment (in the isthmus) and also invaded just stromal
connective tissue of cervix (stage 2). She had
undergone radical hysterectomy and
lymphadenectomy (because of the the cervix
involvement) and bilateral salpingo-oophorectomy
(BSO). Then she had undergone chemo and radiation
therapy. The patient's family history demonstrated
HNPCC based on the Amsterdam 2 criteria. The
patient's brother has had colon cancer and died at 38-
years-old. Her father's colon cancer was diagnosed in
his 60s and her paternal side grandmother had colon
cancer also. Her maternal side grandmother had a
history of hepatic cancer. Because her family history
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met the Amsterdam 2 criteria for diagnosis of lynch
syndrome, after her endometrial cancer diagnosis, we
sent her for genetic testing, which subsequently
revealed germline mutation in the MSH2 gene and
MSH6 gene (Figure 2), consistent with diagnosis of
lynch syndrome.

The patient was placed under surveillance, but
approximately one year later, she returned to our
hospital due to abdominal pain and low back pain.
Colonoscopy showed a mass in splenic flexure of the
colon and pathology reported well differentiated
invasive non-mucinous adenocarcinoma rised on villus
adenomatous polyp with deeply invasion to submucosa
(Figure 3). The patient underwent terminal ileum
resection and total colectomy with rectum
conservation.
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Figure 2. Immunohistochemistry of the patient’s endometrial mass (pic-A hMSH2. pic-B MLH]1. pic-C hMSH6. pic-D
PMS2) that just hMSH2 and hMSH6 were positive.

Figure 3. Pathologic samples or microscopic view of the patient’s spleen mass (A*4 - B*10 - C*40 - D*100)
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Almost one year later, the patient presented again
with complaints of fever, shivering, and abdominal
pain in the left upper quadrant (LUQ). The review of
systems was unremarkable. A subsequent spiral CT
scan showed a solid cyst with heterogeneous
enhancement in the spleen, as well as
hepatosplenomegaly.

After splenectomy surgery, chemotherapy started for
her and after some chemo sessions she had been cured
and felt well. But after two years, she referred with
back pain one more time. Work-up had been done on
her and a gastric tumor was found. Once more, surgical
resection was done for her. Now she feels well and has
returned to her normal life that she deserves.
Unfortunately, because she was referred to another
hospital, we don’t have enough information about her
last surgery and chemotherapy.

Discussion

Lynch syndrome, also known as hereditary non-
polyposis colorectal cancer (HNPCC), is the most
common form of hereditary colorectal cancer. It is
described as an autosomal dominant syndrome with
incomplete penetrance, and accounts for approximately
2-3 percent of newly diagnosed cases of colorectal
cancers and 1-4 percent of endometrial cancers (1).

Commonly, the sentinel cancer in lynch syndrome is
colorectal cancers. Although there are some reports
indicating that gynecologic cancers can be sentinel
cancer in lynch syndrome (7-9). In this paper, a case
with endometrial cancer as a sentinel cancer of lynch
syndrome is reported. This fact implicate that
physicians should notice the family history of
malignancies in patients with gynecologic cancers and
consider lynch syndrome.

MMR genes mutation varies between lynch
syndrome patients and are usually family-specific. It
shows that certain mutations make each specific patient
susceptible to developing unusual tumors. Actually,
this finding has been recommended in a case report
describing an unusual spectrum of tumors in a family
of patients with lynch syndrome (7). Another study
described the occurrence of four unusual tumors in
patient with LS, suggesting that the spectrum of tumors
associated with this syndrome may be wider than is
currently appreciated (8). Also, in a study it was
reported that mutations in MLH1 and MSH2 account
for almost 90% of all LS patients (1) Consistent with
that, the MSH2 mutation was detected in this patient.
However, there has not been enough evidence yet, that
let us relate spleen involvement to MSH2 gene
mutation.

Many case reports have been published already, and
reported several rare cases, namely: in a study,
corticotroph pituitary carcinoma in an LS patient has
been reported (10) Another study reported peritoneal
mesothelioma in an LS patient (11) Also another study
reported papillary thyroid carcinoma (PTC) (12), and
there are many other case reports that presented organ
involvements which are new to us in LS patients, but
none of them have reported spleen involvement yet.

Although some studies have shown that the spleen is
not an appropriate bed for metastasis and secondary
splenic neoplasms, and even primary spleen neoplasms
are rare (13, 14) but in this case, after several months
of total colectomy, when the patient referred with
fever, shivering, abdominal LUQ pain, dyspnea,
coughing and weight loss, the assessment with spiral
CT scan showed a solid cyst with heterogencous
enhancement in spleen. So the patient underwent
splenectomy surgery, and pathology examination
reported metastatic clear cell carcinoma of the uterus.

Conclusion

Based on our search, this is a new face of lynch
syndrome, because we couldn’t find any splenic
involvement in previous studies. Although the
pathological examination reported metastatic clear cell
carcinoma, but we are not sure if lynch syndrome can
directly involve the spleen or not. So this report
recommends to consider other organs which their
involvement is not usual in lynch syndrome. Therefore,
this case was valuable to report from two points of
view, first because of the rarity of metastasis to spleen
tissue, and second the importance of gynecologic
cancers as the sentinel cancer in lynch syndrome.
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