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Lynch-like syndrome: Lynch m
syndrome without known mutation?”

Lynch-like syndrome: sindrome de Lynch ;sin
mutaciéon conocida?

The diagnosis of suspected Lynch syndrome without known
mutation, or Lynch-like syndrome (LLS), is established when
there is loss of expression of DNA repair proteins (mismatch
repair or MMR) or high microsatellite instability, not associ-
ated with MLH1 methylation or a BRAF mutation, but without
evidence of mutation of the genes encoding these proteins in
germline analysis. It is a heterogeneous condition which can
range from true hereditary syndromes to cases of sporadic
colorectal cancer (CRC). In such cases, multi-gene panels
play an important role in differentiating the two.

We present the cases of two patients initially suspected
of having LLS, but with a pathogenic mutation in other genes
related to DNA repair after massive sequencing of these
panels.

Case 1

A 70-year-old female with a history of first- and second-
degree relatives with endometrial cancer, breast cancer

and gastric cancer, diagnosed with CRC with loss of nuclear
expression of MLH1 and PMS2 (Fig. 1). A BRAF mutation study
showed native BRAF, and so a genetic study was performed.
Germline analysis with a multigene panel showed no muta-
tions in the MLH1, MSH2, MSH6, PMS2 and EPCAM genes, but a
heterozygous variant c.280-821del (p.Leu274Phefs*16) was
detected in the MRE11A gene, and considered as possibly
pathogenic.

Case 2

A 54-year-old female referred with a previous history of
CRC at age 23 and a first-degree relative with CRC at
age 62. As in the other case, loss of MLH1 expression was
detected, but with germline analysis of the genes related to
normal Lynch syndrome. However, a heterozygous variant
€.1343T>G (p.Leu448Ter) was obtained in the BARD1 gene,
described as a possible pathogenic variant.

Discussion

With the recommendation of universal molecular screening
for Lynch syndrome, it is increasingly common to find molec-
ular alteration not accompanied by a germline mutation.
There may be different causes for this situation: (1) atypical
germline alterations not identified with the current means

Figure 1

Histological image at 10x magnification which on immunohistochemical staining shows loss of nuclear expression in

MLH1 and PMS2 (top photos) with intact nuclear expression for MSH2 and MSHé6 (bottom photos).
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which cause a somatic mutation of the remaining alleles; (2)
germline alterations in other genes (such as MUTYH, POLD1,
POLE) which could affect the MMR system; or (3) somatic
alterations in oncogenes, biallelic somatic mutations in MMR
genes, or a combination of the two. The clinical behaviour
of LLS is not fully understood. It is known, however, that
the incidence of CRC in families with LLS is higher than in
families with sporadic CRC, but lower than in families with
Lynch syndrome. In a study of 160 patients with LLS, the
demographic, clinical and histological characteristics were
similar, regardless of family history."

Within this heterogeneous disorder we distinguished two
types of patient: those with a family history, which suggests
a hereditary syndrome, but without evidence of a family
mutation; and those with no significant family history of
CRC in whom the only suspicious element in terms of Lynch
syndrome is the molecular alterations. In these cases, the
most common cause is usually a somatic double mutation
in the MMR genes. For that reason, some authors propose
assessing somatic mutations to classify them as sporadic or
hereditary.” The latest clinical practice guidelines for the
diagnosis and prevention of CRC, in addition to the analysis
of somatic mutations, propose using multi-gene panels to
exclude germline mutations in other genes,® as performed
in the cases presented here.

The MRE11 gene plays an important role in the
response to DNA damage and the repair of double-strand
breaks. MRE11 deficiency can cause microsatellite instabil-
ity through defective interaction with MLH1 and lead to
its inactivation in MMR-deficient tumours.* The interaction
between BARD1 and BRCA1 promotes the tumour suppressor
function by activating the repair of double-strand breaks and
the initiation of apoptosis.®

Patients with LLS are therefore a heterogeneous group of
patients in whom the study by massive sequencing can help
to distinguish a true inherited syndrome from sporadic CRC.
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Mantle cell lymphoma: A rare cause | ®
of colon polyposis

Linfoma de células del manto: una causa rara
de poliposis colénica

Dear Editor:

Colon lymphoma is uncommon, representing only 0.2-1.2%
of all colonic neoplasms. The most common histological
subtype is mantle cell lymphoma, followed by large B-cell
diffuse lymphoma, with other types being less common.
Clinical manifestations are non-specific and the endoscopic
appearance is highly variable, possibly presenting as diffuse
infiltration, a single mass or polyps but also with normal
mucosa. There is a high rate of morbidity and mortality.’
We report a case of a 67-year-old female with previous
medical history of diabetes mellitus and dyslipidemia who
performed a screening colonoscopy, where multiple sessile
polyps (at least 20) were found along all colon segments,
from cecal region to rectum. These polyps were covered
by normal mucosa and had diameter between 10-20mm

(Fig. 1A). One single polyp removed from ascending colon
was histologically hyperplastic. She was asymptomatic and
physical examination was normal. Hemogram, albumin, lac-
tate dehydrogenase, urea, creatinine, electrolyte levels and
coagulation studies were all normal. Her last colonoscopy
performed 8 years earlier was normal. Two sisters had his-
tory of colorectal cancer. Because the cause of polyposis
was not clear and there was family history of neoplasia,
colonoscopy was repeated. At this time, three polyps from
transverse colon and a large cecal polypoid lesion (Fig. 1B)
were resected. Histopathological examination revealed dif-
fuse nodular infiltration by small-sized atypical lymphoid
cells with irregular nuclei and scant cytoplasm involving
mucosa and submucosa (Fig. 1C). Immunohistochemical
staining was positive for CD20, CD5 and cyclin D1 (Fig. 1D)
and negative for CD3 and CD10. Diagnosis of mantle cell
lymphoma presenting as multiple lymphomatoid polypo-
sis was established. Computed tomography and positron
emission tomography revealed involvement of intra- and
extra-abdominal lymph nodes, spleen and Waldeyer’s ring,
besides gastrointestinal tract, consistent with stage IV of
Ann-arbor staging system. She was referred for chemother-
apy with rituximab plus bendamustine.
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