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Piles patronage: About Hemorrhoids or Piles

Harvinderpal Singh Walia
Paul Patronage Limited, India

It is a very common anorectal disease. It is defined as the symptomatic enlargement and/or distal displacement of anal
cushion which are the prominence of anal mucosa formed by loose connective tissues, smooth muscle, arterial and venous
vessels. True prevalence/expansion of hemorrhoids is not known so far. On the basis of epidemiologic study in the U.S in 1990,
it was estimated that 25% of British people and 75% of American citizens would face this disease in their life particularly in
their old age or during their pregnancy. In Google Zeitgeist, 2012 Hemorrhoids/Piles was the top trending health issue in U.S.
only. Ahead of gastroesophageal reflux disease and sexually transmitted disease. Unfortunately, the quality of information
about Hemorrhoids/Piles treatment on the internet and on various websites is of very poor quality. There is no permanent cure
for this disease even after surgery which is known as last way out to cure this disease. This article deals with some fundamental
knowledge and prevailing ways to treat uncomplicated and complicated Hemorrhoids/Piles.
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Immunohistochemical diagnostic algorithms of neoplastic liver biopsies

Rani Kanthan
University of Saskatchewan, Canada

Pathological analysis and evaluation of a liver biopsy is an important step in the diagnosis of single or multiple mass lesions in
the liver. Accurate diagnosis is paramount in guiding appropriate treatment. This study conducted a search for liver biopsies
for the past 6 years with the diagnostic search codes of neoplasm, metastases, metastatic, adenocarcinoma, neuroendocrine
carcinoma, sarcoma, and lymphoma. The aim was to review their pathological workup with a view to developing cost-efficient
immunohistochemical diagnostic algorithms. A total of 375 consecutive neoplastic liver biopsies were retrieved and subjected
to pathological review. As expected the majority up to 95% of the neoplastic lesions were metastatic lesions. A few biopsies
up to 1% represented primary hepatocellular /cholangiocarcinoma, haemangioma, and cirrhosis. The commonest metastases
[upto 61%] to the liver were colorectal in origin being Hepar-ve, CDX2+ve, and CK20+/CK7-ve. Other lesions included
metastases from pancreas [12%], lung [8%)] upper gastrointestinal [8%], neuroendocrine lesions [8%], ovarian [1%] and
kidney/urothelial [2%]. Uncommon metastases encountered included hepatic metastatic meningioma, endometrial stromal
sarcoma, and osteosarcoma. Immunohistochemical stains were the most useful test in identifying the primary site of the
tumor. Though diagnostic algorithms were developed especially in the case of the unknown primary, some biopsies received
a differential diagnosis of more than one organ as the primary site for clinicopathological correlation. As liver metastases
are usually easily accessible for core needle biopsy; accurate identification/specifics of the liver metastases are paramount for
individualized precision medicine of treatment that may thus direct surgical resection, radiofrequency ablation/embolization
or medical adjuvant therapy as indicated.
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Uncovering the role of planar cell polarity during intestinal morphogenesis

Abilasha Rao-Bhatia'?2, Sabrina Coquenlorge-Gallon, Wen-Chi Yin, Xiaoyun Zhang, Min Zhu, Chi-Chung Hui, Sevan Hopyan, Helen McNeill'® and Tae-
Hee Kim'?

'The Hospital for Sick Children, Canada

2University of Toronto, Canada

3Washington University School of Medicine, USA

he mammalian intestine is lined with millions of finger-like projections, termed villi. These villi are critical for maximizing

nutrient absorption, digesting food and serving as a barrier from the harsh luminal environment. As such, compromised
villi can lead to serious diseases including malabsorption, short bowel syndrome, celiac, and others. Although villi are precisely
patterned by a network of signaling pathways during embryogenesis, it remains unclear as to how these signals translate
into distinct morphogenetic transformations. Previous studies attribute the formation of mesenchymal clusters distinguished
by Hedgehog (Hh) activation, as critical for epithelial rearrangement into villi. However, the mechanisms of Hh-mediated
clustering remain unknown. Our RNA-seq analyses coupled with GLI2 (Hh-transcriptional activator) ChIP-seq reveal that
planar cell polarity (PCP) genes such as Fat4, Dchsl and Vangl2 are putative direct targets of Hh in the gut mesenchyme.
Notably, mice deleted and/or mutated for these genes exhibit severe villus fusions and fail to form mesenchymal clusters,
demonstrating for the first time the importance of PCP in villification. Furthermore, genetic interaction studies reveal that the
core PCP axis (Vangl2) acts in parallel to the atypical cadherin axis (Fat4, DchsI) in maintaining PCP. Additionally, ongoing
live-imaging of mutant villification ex vivo will uncover the types of mesenchymal cell behavior that is required for clustering
and subsequent villus formation. Together, we introduce Hh-activated stromal PCP as novel mechanisms required for the
morphogenetic events seen during villification.
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