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Types-ofiColon_.Cancer

. Adenocarcinoma
. Squamous cell

. Carcinoid

. .Sarcomas

. Lymphomas




RiskFactors of Serrated-Polyps

. Colonic surface epithelium is highly activ
. Genetic predisposition
- Smoking

. Diet



History of Nomenclature

Hyperplastid?olyposis Sessile serrated
patients developed adenomas
cancer
0 0
1984
¢ J
Serrated WHO guidelines

adenomas



WHO Guidelines 2015

Types of serrated lesions

Histological features

Hyperplastic polyps (goblet cells,
microvesicular and mucinous poor-
hyperplastic polyps)

Sessile serrated adenoma/lesion

Traditional Serrated Adenoma

Local mucosal thickening

Serration more pronounced in the upper half of
the crypts

Linear and straight crypts without distortion
Epithelium lined with different cells
(microvesicular mucinous, goblet or
undifferentiated) depending on variants of
hyperplastic polyps

Dilated and/or branched crypts

Saw-tooth appearance involves entire length of
the crypt, including crypt base

Horizontal extension of crypt base

Herniation of crypts through the mucosa
Cytological dysplasia is mostly missing

Eosinophilic cytoplasm and elongated nuclei
Crypt budding
Distorted villous or tubule-villous architecture




HyperplastidPolyps (benign)

- Most common

. Flat/sessile

- Predominantly Ieft Side Haque et al., 2014

- Lack dysplastic featuré@sserration in
upper third of crypts




Sessile Serrated:-Lesions

. Account for 1520% cases
. Flat or slightly raised

. Predominantly right side

Haque et al., 2014

. Histologically similar to HP



Traditional ‘Serrated Adenomas

. Rare

. Pedunculated

- Measure up to 1.5cm

Haque et al., 2014

. Predominantly left side of the colon



Progressionto_Cancer

Chromosomal instability - mutations TSGs/oncogenes, LOH, aneuploidy

Smad 2/4

Normal Small tubular Intermediate Advanced Adenocarcinoma
epithelium adenoma adenoma adenoma aneuploid
microsatellite stable

Microsatellite instability - DNA mismatch repair - lynch syndrome (HNPCC)

Failure of
MMR

e ;
Normal Small tubular Intermediate Advanced Adenocarcinoma
epithelium adenoma adenoma adenoma diploid

characteristic histology
microsatellite unstable

Epigenetic pathway - CpG island hypermethylation— gene silencing

Microsatellite instability pathway

BRAF mutation
hypermethylation

-

e

Normal Hyperplastic Sessile serrated Sessile serrated Adenocarcinoma

epithelium polyp adenoma adenoma with diploid
cytological microsatellite unstable Ah nen 20 11
)

dysplasia




Clinical Significance
- HP vs. SSL vs. TSA

. Histological resemblance



Factors’/Affecting Diagnosis

. Interobserver variability
- 34.5%

. Adequacy of sample



Aim

. To Investigate the expression of p53 and
AMACR In serrated polyps to assess the
viability in distinguishing sessile serrated

lesions from hyperplastic polyps and
traditional serrated adenoma



P53

. Guardian of the Geno

. DNA damage results in P
P53 activation

- Determines fate of damaged cell

. Assumed to be highly expressed in
SSL



AMACR/p5044Racemase

. Involved in -oxidation
of fatty acids

. Cannot be metabolised

. Overexpression causes high levels of
reactive oxygen species

- Highly specific for dysplasia
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