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A	
  summary	
  of	
  Lynch	
  syndrome	
  clinical	
  criteria	
  and	
  differential	
  diagnosis,	
  genetic	
  
alterations,	
  gene-­‐specific	
  cumulative	
  risks	
  of	
  colorectal	
  and	
  extra-­‐colorectal	
  cancer,	
  and	
  
sensitivity	
  and	
  specificity	
  for	
  Lynch	
  syndrome	
  diagnosis	
  using	
  different	
  criteria.	
  The	
  
guidelines	
  recommend	
  universal	
  testing	
  of	
  all	
  colorectal	
  cancers	
  for	
  Lynch	
  syndrome	
  
starting	
  with	
  IHC	
  or	
  MSI	
  testing	
  and	
  outlines	
  testing	
  strategy	
  algorithms.	
  It	
  also	
  provides	
  
guidelines	
  on	
  cancer	
  treatment	
  in	
  patients	
  with	
  Lynch	
  syndrome	
  and	
  on	
  screening	
  for	
  
extra-­‐colorectal	
  carcinomas.	
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Largest histologic study of pediatric eosinophilic gastritis, defined as marked, diffuse or 
multifocal infiltrates of ≥70 eosinophils per high-power field in the antrum or fundus, 
found thirty unique patients without evidence of infection, Crohn’s disease, or organ 
transplantation. Atopy, food allergy, and protein-losing enteropathy were common 
clinical correlates.  Eosinophilic esophagitis was found in 43% and eosinophilic enteritis 
in 21%. Most patients responded to dietary restriction therapy, suggestive of an allergic 
etiology. 
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Sixty	
  five	
  ischemic	
  enteritis	
  resections	
  and	
  99	
  ischemic	
  colitis	
  resections	
  with	
  viable	
  
epithelium	
  adjacent	
  to	
  necrosis	
  were	
  studied,	
  and	
  the	
  viable	
  epithelium	
  was	
  classified	
  as	
  
normal,	
  obviously	
  reactive,	
  low-­‐grade	
  dysplasia-­‐like	
  atypia,	
  or	
  high-­‐grade	
  dysplasia-­‐like	
  
atypia.	
  Dysplasia-­‐like	
  atypia	
  was	
  found	
  in	
  15-­‐20%	
  of	
  cases	
  and	
  was	
  diffuse,	
  focal,	
  or	
  
multifocal	
  in	
  distribution.	
  Immunohistochemical	
  staining	
  for	
  cell	
  cycle	
  markers	
  p16,	
  p53,	
  
and	
  MIB-­‐1	
  compared	
  to	
  ulcerative	
  colitis	
  dysplasia	
  controls	
  did	
  not	
  reveal	
  a	
  
discriminating	
  pattern	
  for	
  dysplasia.	
  The	
  authors	
  conclude	
  that	
  as	
  with	
  inflammatory	
  
bowel	
  disease,	
  “it	
  remains	
  a	
  good	
  policy	
  to	
  judge	
  the	
  epithelium	
  by	
  the	
  company	
  it	
  
keeps.”	
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  signet	
  ring	
  cells	
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  origin.	
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A	
  retrospective	
  review	
  of	
  cases	
  of	
  mucinous	
  adenocarcinoma	
  of	
  the	
  peritoneum	
  of	
  
appendiceal	
  origin	
  with	
  clinical	
  follow-­‐up.	
  Fifty-­‐five	
  cases	
  were	
  studied,	
  of	
  which	
  29	
  had	
  
signet	
  ring	
  cells,	
  all	
  of	
  which	
  were	
  high-­‐grade	
  tumors	
  (based	
  on	
  non-­‐signet	
  ring	
  cell	
  
epithelial	
  features).	
  Overall	
  survival	
  was	
  significantly	
  shorter	
  when	
  signet	
  ring	
  cells	
  were	
  
invading	
  tissue,	
  as	
  compared	
  to	
  when	
  signet	
  ring	
  cells	
  were	
  only	
  present	
  within	
  mucin	
  
pools	
  (median	
  0.5	
  years	
  vs	
  2.4	
  years,	
  respectively).	
  The	
  presence	
  of	
  signet	
  ring	
  cells	
  only	
  
within	
  mucin	
  pools	
  was	
  prognostically	
  similar	
  to	
  cases	
  with	
  no	
  signet	
  ring	
  cells.	
  The	
  
authors	
  suggest	
  that	
  reporting	
  of	
  signet	
  ring	
  cell	
  tissue	
  invasion	
  in	
  peritoneal	
  specimens	
  
with	
  mucinous	
  adenocarcinoma	
  of	
  appendiceal	
  origin	
  would	
  be	
  clinically	
  useful.	
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A	
  retrospective	
  immunohistochemical	
  phenotyping	
  study	
  of	
  microsatellite	
  stable	
  (MSS)	
  
colorectal	
  carcinomas	
  that	
  harbor	
  a	
  BRAF	
  mutation.	
  Previous	
  reports	
  have	
  shown	
  



decreased	
  CDX2	
  and	
  CK20	
  expression	
  in	
  MSI-­‐H	
  colorectal	
  carcinomas	
  with	
  a	
  BRAF	
  
mutation,	
  and	
  these	
  cases	
  along	
  with	
  BRAF	
  wild-­‐type	
  MSS	
  colorectal	
  carcinomas	
  were	
  
used	
  as	
  controls.	
  BRAF-­‐mutated	
  MSS	
  colorectal	
  carcinomas	
  demonstrated	
  reduced	
  
expression	
  of	
  CDX2	
  and	
  increased	
  expression	
  of	
  CK7.	
  	
  The	
  expression	
  of	
  CK20	
  was	
  
similar	
  to	
  BRAF	
  wild-­‐type	
  MSS	
  tumors.	
  Knowledge	
  of	
  this	
  altered	
  immunophenotype	
  is	
  
important	
  in	
  the	
  analysis	
  of	
  metastatic	
  tumors,	
  as	
  the	
  pattern	
  is	
  not	
  typical	
  for	
  
colorectal	
  carcinoma	
  origin.	
  

 

Differences	
  in	
  DNA	
  methylation	
  signatures	
  reveal	
  multiple	
  pathways	
  of	
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  cancer.	
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This	
  multi-­‐institutional	
  study	
  compared	
  methylomes	
  of	
  normal	
  colonic	
  mucosa,	
  tubular	
  
adenomas,	
  and	
  colorectal	
  cancers	
  to	
  determine	
  the	
  contribution	
  of	
  epigenetic	
  alteration	
  
to	
  the	
  development	
  of	
  cancer.	
  Genome-­‐wide	
  array-­‐based	
  studies	
  revealed	
  that	
  
adenomas	
  separated	
  into	
  high-­‐frequency	
  and	
  low-­‐frequency	
  methylation	
  patterns.	
  The	
  
high-­‐frequency	
  methylation	
  adenomas	
  contained	
  a	
  subset	
  with	
  KRAS	
  mutations,	
  and	
  the	
  
overall	
  signatures	
  were	
  more	
  similar	
  to	
  carcinoma	
  than	
  to	
  normal	
  colonic	
  mucosa.	
  The	
  
low-­‐frequency	
  methylation	
  adenomas	
  had	
  overall	
  signatures	
  similar	
  to	
  normal	
  colonic	
  
mucosa.	
  In	
  addition,	
  normal	
  colonic	
  mucosa	
  samples	
  from	
  near	
  colorectal	
  carcinoma	
  
showed	
  different	
  methylation	
  pattern	
  from	
  normal	
  colonic	
  mucosa	
  samples	
  of	
  patients	
  
with	
  no	
  colorectal	
  carcinoma,	
  suggesting	
  the	
  possibility	
  of	
  a	
  field	
  effect.	
  Heterogeneous	
  
methylation	
  patterns	
  among	
  colorectal	
  cancers	
  were	
  found,	
  similar	
  to	
  previously	
  
reported	
  studies.	
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The	
  purpose	
  of	
  this	
  study	
  was	
  to	
  compare	
  clinical	
  and	
  pathologic	
  features	
  evident	
  in	
  
colorectal	
  resection	
  specimens	
  among	
  adult	
  and	
  pediatric	
  patients	
  with	
  medically	
  
refractory	
  ulcerative	
  colitis	
  and	
  to	
  clarify	
  the	
  implications	
  of	
  segmental	
  distribution	
  of	
  
ulcerative	
  colitis.	
  The	
  authors	
  analyzed	
  clinical	
  features,	
  histologic	
  severity	
  of	
  disease,	
  
and	
  presence	
  or	
  absence	
  of	
  segmental	
  disease	
  distribution	
  among	
  14	
  patients	
  with	
  
childhood-­‐onset	
  ulcerative	
  colitis	
  and	
  76	
  patients	
  with	
  adult-­‐onset	
  ulcerative	
  colitis.	
  	
  
When	
  pediatric	
  patients	
  were	
  compared	
  to	
  adult	
  patients,	
  no	
  significant	
  differences	
  in	
  
the	
  interval	
  between	
  disease	
  onset	
  and	
  surgery	
  or	
  disease	
  severity	
  were	
  observed.	
  
Segmental	
  distribution	
  of	
  ulcerative	
  colitis	
  was	
  reported	
  in	
  64%	
  of	
  patients	
  with	
  
childhood-­‐onset	
  ulcerative	
  colitis,	
  but	
  in	
  only	
  21%	
  of	
  patients	
  with	
  adult-­‐onset	
  ulcerative	
  
colitis	
  (p<0.05).	
  	
  Comparison	
  between	
  25	
  patients	
  with	
  segmental	
  disease	
  distribution	
  
and	
  65	
  patients	
  with	
  continuous	
  inflammation	
  revealed	
  a	
  significantly	
  shorter	
  interval	
  
between	
  disease	
  onset	
  and	
  colectomy	
  in	
  the	
  former	
  group.	
  	
  Patients	
  with	
  segmental	
  
disease	
  distribution	
  also	
  showed	
  more	
  severe	
  disease	
  activity	
  compared	
  to	
  those	
  with	
  
continuous	
  disease	
  (p<0.05).	
  	
  The	
  authors	
  conclude	
  that	
  segmental	
  ulcerative	
  colitis	
  is	
  
associated	
  with	
  childhood	
  onset,	
  more	
  severe	
  disease	
  activity,	
  and	
  shorter	
  interval	
  to	
  
surgical	
  resection	
  compared	
  to	
  continuous	
  ulcerative	
  colitis.	
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The	
  purpose	
  of	
  the	
  study	
  was	
  to	
  clarify	
  the	
  prevalence	
  of	
  and	
  clinical	
  associations	
  with	
  
lymphocytic	
   esophagitis	
   in	
   a	
   cohort	
   of	
   pediatric	
   patients.	
   	
   The	
   authors	
   conducted	
   a	
  
retrospective	
  review	
  of	
  esophageal	
  biopsies	
  from	
  all	
  pediatric	
  patients	
  who	
  underwent	
  
upper	
   endoscopy	
   during	
   a	
   1-­‐year	
   period.	
   	
   Lymphocytic	
   esophagitis	
   was	
   defined	
  
histologically	
  as	
  >50	
  intraepithelial	
  lymphocytes	
  per	
  high-­‐power	
  field	
  and	
  <1	
  granulocyte	
  
per	
  50	
  intraepithelial	
  lymphocytes.	
  	
  Biopsies	
  from	
  31	
  of	
  545	
  patients	
  met	
  these	
  criteria	
  
(prevalence	
   of	
   5.7%).	
   	
   Lymphocytic	
   esophagitis	
  was	
   found	
   in	
   six	
   of	
   49	
   (12%)	
   patients	
  
with	
   Crohn	
   disease	
   compared	
   to	
   25	
   of	
   496	
   (5%)	
   patients	
   without	
   Crohn	
   disease,	
  
resulting	
   in	
   an	
  odds	
   ratio	
  of	
   2.6	
   (p<0.05).	
   	
   Furthermore,	
   six	
  of	
   31	
   (19%)	
  patients	
  with	
  
lymphocytic	
   esophagitis	
   were	
   known	
   to	
   have	
   Crohn	
   disease,	
   whereas	
   only	
   43	
   of	
   514	
  
(8%)	
  patients	
  without	
   lymphocytic	
   esophagitis	
   carried	
   this	
  diagnosis	
   (p<0.05).	
   	
  Among	
  
patients	
   with	
   lymphocytic	
   esophagitis,	
   lymphocyte	
   density	
   was	
   significantly	
   higher	
   in	
  
patients	
  with	
  Crohn	
  disease	
  compared	
  to	
  those	
  with	
  other	
  conditions.	
   	
  No	
  statistically	
  
significant	
   associations	
   were	
   found	
   between	
   lymphocytic	
   esophagitis	
   and	
   other	
  
gastrointestinal	
   disorders	
   in	
   the	
   study	
   population,	
   including	
   gastroesophageal	
   reflux	
  
disease,	
   Helicobacter	
   pylori-­‐associated	
   gastritis,	
   immune-­‐mediated	
   diseases,	
   and	
  
polyposis	
  syndromes.	
   	
  The	
  authors	
  conclude	
  that	
   lymphocytic	
  esophagitis	
  has	
  a	
  higher	
  
overall	
  prevalence	
  in	
  children	
  compared	
  to	
  adults,	
  in	
  light	
  of	
  the	
  reported	
  prevalence	
  of	
  
only	
  0.1%	
   in	
   the	
   latter	
  group	
   in	
  previously	
  published	
  studies.	
   	
  They	
  also	
  conclude	
  that	
  



lymphocytic	
   esophagitis	
   is	
   more	
   strongly	
   associated	
   with	
   Crohn	
   disease	
   in	
   pediatric	
  
compared	
  to	
  adult	
  populations.	
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This	
  review	
  contains	
  a	
  synopsis	
  of	
  gastrointestinal	
  fungal	
  infections,	
  including	
  those	
  that	
  
are	
  caused	
  by	
  emerging	
  and	
  recently-­‐identified	
  organisms.	
  	
  The	
  article	
  also	
  contains	
  
updates	
  on	
  classification,	
  differential	
  diagnoses,	
  appropriate	
  use	
  of	
  available	
  ancillary	
  
tests	
  for	
  fungal	
  infections,	
  and	
  excellent	
  histologic	
  images	
  of	
  the	
  entities	
  discussed.	
  
 
 
 
Endoscopic	
  detection	
  of	
  proximal	
  serrated	
  lesions	
  and	
  pathologic	
  identification	
  of	
  
sessile	
  serrated	
  adenomas/polyps	
  vary	
  on	
  the	
  basis	
  of	
  center.	
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This	
  article	
  reports	
  a	
  retrospective	
  study	
  of	
  the	
  detection	
  of	
  serrated	
  polyps	
  during	
  
screening	
  colonoscopy	
  at	
  22	
  U.S.	
  and	
  10	
  German	
  centers.	
  A	
  total	
  of	
  5778	
  colonic	
  polyps	
  
were	
  biopsied,	
  of	
  which	
  3008	
  were	
  signed	
  out	
  as	
  adenomas,	
  while	
  350	
  (6.1%)	
  were	
  
signed	
  out	
  as	
  either	
  SSP/A	
  (including	
  SSP/A	
  with	
  cytologic	
  dysplasia)	
  or	
  a	
  hyperplastic	
  
polyp	
  in	
  the	
  proximal	
  colon	
  >1	
  cm	
  in	
  size.	
  The	
  key	
  finding	
  of	
  the	
  study	
  was	
  that	
  the	
  
diagnosis	
  of	
  serrated	
  lesions	
  (as	
  defined)	
  ranged	
  from	
  0	
  to	
  13.1%	
  at	
  the	
  individual	
  
centers.	
  Statistical	
  analyses	
  revealed	
  that	
  the	
  variation	
  among	
  centers	
  was	
  explained	
  
both	
  by	
  variation	
  in	
  detection	
  rate	
  by	
  the	
  endoscopists	
  at	
  the	
  various	
  centers,	
  as	
  well	
  as	
  
variation	
  among	
  pathologists	
  at	
  each	
  center	
  in	
  the	
  use	
  of	
  the	
  diagnosis	
  of	
  SSP/A.	
  Of	
  
note,	
  there	
  was	
  no	
  central	
  review	
  of	
  pathologic	
  diagnoses	
  in	
  this	
  study.	
  	
  
 
 
 
 



Serum	
  inflammatory	
  markers	
  and	
  risk	
  of	
  colorectal	
  cancer	
  in	
  patients	
  with	
  
inflammatory	
  bowel	
  diseases.	
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Several	
  recent	
  studies	
  have	
  documented	
  that	
  the	
  intensity	
  of	
  active	
  inflammation	
  in	
  
patients	
  with	
  IBD	
  is	
  correlated	
  with	
  the	
  risk	
  of	
  dysplasia	
  and	
  cancer	
  development.	
  	
  This	
  
study	
  of	
  3145	
  IBD	
  patients	
  demonstrated	
  a	
  correlation	
  between	
  the	
  level	
  of	
  serum	
  C-­‐
reactive	
  protein	
  (CRP)	
  and	
  serum	
  erythrocyte	
  sedimentation	
  rate	
  (ESR)	
  and	
  the	
  risk	
  for	
  
colorectal	
  cancer.	
  The	
  CRP	
  and	
  ESR	
  measurements	
  were	
  obtained	
  during	
  routine	
  
laboratory	
  evaluation	
  of	
  the	
  patients	
  as	
  part	
  of	
  their	
  normal	
  clinical	
  monitoring.	
  A	
  total	
  
of	
  33	
  patients	
  in	
  the	
  CRP	
  cohort	
  and	
  102	
  patients	
  in	
  the	
  ESR	
  cohort	
  developed	
  colorectal	
  
cancer	
  during	
  a	
  median	
  follow-­‐up	
  of	
  five	
  years.	
  	
  
 
 
Overexpression	
  of	
  integrin	
  αv	
  correlates	
  with	
  poor	
  prognosis	
  in	
  colorectal	
  cancer.	
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This	
  report	
  details	
  a	
  retrospective	
  study	
  of	
  immunohistologic	
  staining	
  of	
  colorectal	
  
adenocarcinoma	
  with	
  a	
  mouse	
  monoclonal	
  anti-­‐integrin	
  αv	
  antibody.	
  	
  Integrin	
  αv	
  
expression	
  has	
  been	
  associated	
  with	
  tumor	
  angiogenesis	
  and	
  tumor	
  progression	
  at	
  
other	
  sites.	
  	
  A	
  tissue	
  microarray	
  was	
  constructed	
  utilizing	
  tissue	
  from	
  198	
  colorectal	
  
cancers	
  of	
  various	
  stages	
  from	
  patients	
  who	
  did	
  not	
  received	
  adjuvant	
  or	
  neoadjuvant	
  
chemotherapy.	
  An	
  immunohistologic	
  score	
  was	
  determined	
  for	
  each	
  specimen	
  from	
  
staining	
  intensity	
  and	
  percentage	
  of	
  positively	
  stained	
  tumor	
  cells.	
  	
  A	
  high	
  
immunohistologic	
  score	
  was	
  associated	
  with	
  increasing	
  T	
  stage,	
  N	
  stage,	
  and	
  TNM	
  stage.	
  	
  
Kaplan-­‐Meier	
  analysis	
  revealed	
  significantly	
  shorter	
  overall	
  survival	
  and	
  disease	
  free	
  
survival	
  in	
  patients	
  with	
  tumors	
  exhibiting	
  high	
  expression	
  of	
  αv	
  integrin.	
  In	
  a	
  
multivariate	
  analysis	
  high	
  expression	
  of	
  αv	
  integrin	
  was	
  an	
  independent	
  predictor	
  of	
  
overall	
  and	
  disease	
  free	
  survival.	
  	
  
 
 
Apoptotic	
  enteropathy	
  caused	
  by	
  antimetabolites	
  and	
  TNF-­‐α	
  antagonists.	
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This	
  report	
  describes	
  four	
  patients	
  with	
  diarrhea	
  in	
  whom	
  small	
  bowel	
  and/or	
  colonic	
  
biopsies	
  revealed	
  GVHD-­‐like	
  crypt	
  cell	
  apoptosis	
  similar	
  to	
  that	
  seen	
  in	
  patients	
  on	
  
mycophenolate.	
  The	
  onset	
  of	
  diarrhea	
  was	
  temporally	
  associated	
  with	
  the	
  
administration	
  of	
  methotrexate,	
  capecitabine,	
  etanercept,	
  and	
  infliximab	
  in	
  these	
  
patients.	
  	
  
 
 
Targeted	
  next-­‐generation	
  sequencing	
  of	
  cancer	
  genes	
  dissects	
  the	
  molecular	
  profiles	
  
of	
  intraductal	
  papillary	
  neoplasms	
  of	
  the	
  pancreas.	
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The	
  authors	
  utilized	
  targeted	
  next	
  generation	
  sequencing	
  to	
  examine	
  the	
  mutational	
  
status	
  of	
  51	
  cancer-­‐related	
  genes	
  in	
  52	
  intraductal	
  neoplasms	
  of	
  the	
  pancreas	
  (48	
  IPMNs	
  
and	
  4	
  ITPNs).	
  GNAS	
  and	
  KRAS	
  mutations	
  were	
  most	
  prevalent,	
  found	
  in	
  75%	
  and	
  46%	
  of	
  
the	
  tumors	
  respectively.	
  In	
  92%	
  of	
  the	
  IPMNs	
  there	
  was	
  either	
  a	
  GNAS	
  or	
  KRAS	
  mutation	
  
(or	
  both).	
  Other	
  mutations,	
  seen	
  only	
  in	
  association	
  with	
  a	
  GNAS	
  and/or	
  KRAS	
  mutation,	
  
were	
  much	
  less	
  prevalent	
  (TP53	
  mutation	
  in	
  10%,	
  BRAF	
  in	
  6%,	
  and	
  mutations	
  in	
  
CTNNB1,	
  IDH1,	
  STK11	
  or	
  PTEN	
  in	
  4%).	
  The	
  histologic	
  subtypes	
  of	
  IPMN	
  did	
  not	
  exhibit	
  
characteristic	
  mutational	
  patterns,	
  although	
  KRAS	
  mutation	
  was	
  more	
  common	
  in	
  the	
  
gastric	
  subtype.	
  The	
  authors	
  also	
  demonstrated	
  the	
  feasibility	
  of	
  genetic	
  analysis	
  by	
  next	
  
generation	
  sequencing	
  of	
  cyst	
  fluid,	
  which	
  could	
  be	
  helpful	
  in	
  clinical	
  management	
  of	
  
cystic	
  pancreatic	
  lesions.	
  	
  	
  	
  
 
 
SMARCB1	
  (INI1)-­‐negative	
  rhabdoid	
  carcinomas	
  of	
  the	
  gastrointestinal	
  tract:	
  
clinicopathologic	
  and	
  molecular	
  study	
  of	
  a	
  highly	
  aggressive	
  variant	
  with	
  literature	
  
review.	
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This	
  study	
  describes	
  the	
  clinical	
  history,	
  immunohistochemical	
  findings	
  and	
  molecular	
  
alterations	
  in	
  two	
  carcinomas	
  from	
  the	
  stomach	
  and	
  cecum	
  with	
  exclusive	
  rhabdoid	
  
features.	
  The	
  patients	
  died	
  of	
  disease	
  at	
  6	
  and	
  10	
  months,	
  respectively.	
  The	
  tumors	
  
coexpressed	
  vimentin,	
  pancytokeratin,	
  and	
  EMA.	
  Both	
  showed	
  complete	
  loss	
  of	
  nuclear	
  
SMARCB1/INI1.	
  Molecular	
  analysis	
  (KRAS,	
  EGFR,	
  BRAF,	
  PIK3CA,	
  and	
  microsatellite	
  
studies)	
  revealed	
  a	
  CpG-­‐island	
  methylator	
  phenotype	
  in	
  the	
  cecal	
  tumor	
  
(CIMP(+)/MLH1(-­‐)/BRAF(V600E)/MSI-­‐H),	
  confirming	
  epithelial	
  origin.	
  The	
  gastric	
  tumor	
  
included	
  poorly	
  differentiated	
  adenocarcinoma	
  in	
  regional	
  nodes,	
  again	
  confirming	
  
epithelial	
  derivation.	
  Other	
  genes	
  tested	
  were	
  wild	
  type	
  in	
  both	
  cases.	
  A	
  literature	
  
review	
  including	
  37	
  previously	
  reported	
  cases	
  revealed	
  a	
  glandular	
  component	
  in	
  33%.	
  
Affected	
  sites	
  were:	
  stomach	
  (13),	
  colon	
  (11),	
  small	
  bowel	
  (10),	
  and	
  distal	
  esophagus	
  (5).	
  
Of	
  the	
  34	
  patients	
  with	
  follow-­‐up	
  ≥12	
  months,	
  29	
  (85%)	
  died	
  within	
  1	
  year	
  (mean	
  =	
  4	
  
mo).	
  Molecular	
  tests	
  were	
  performed	
  in	
  8/39	
  cases.	
  A	
  CIMP(+)/BRAF(V600E)/MLH1(-­‐)	
  
phenotype	
  was	
  found	
  in	
  3/4	
  right	
  colon	
  tumors.	
  Loss	
  of	
  nuclear	
  SMARCB1	
  protein	
  was	
  
noted	
  in	
  3/6	
  cases	
  tested.	
  This	
  study	
  highlights	
  the	
  heterogeneity	
  of	
  rhabdoid	
  GI	
  
neoplasms	
  and	
  supports	
  their	
  epithelial	
  derivation.	
  Rhabdoid	
  phenotype	
  likely	
  
represents	
  a	
  common	
  pathway	
  of	
  dedifferentiation	
  with	
  frequent	
  loss	
  of	
  SMARCB1	
  and	
  
a	
  highly	
  aggressive	
  course.	
  The	
  CIMP	
  phenotype	
  represents	
  a	
  novel	
  subset	
  of	
  rhabdoid	
  
GI	
  carcinomas.	
  This	
  rare	
  variant	
  should	
  be	
  distinguished	
  from	
  proximal-­‐type	
  epithelioid	
  
sarcoma	
  and	
  other	
  SMARCB1-­‐deficient	
  mimics.	
  
	
  
	
  
	
  
Isocitrate	
  dehydrogenase-­‐1	
  is	
  mutated	
  in	
  inflammatory	
  bowel	
  disease-­‐associated	
  
intestinal	
  adenocarcinoma	
  with	
  low	
  grade	
  tubuloglandular	
  histology	
  but	
  not	
  in	
  
sporadic	
  intestinal	
  adenocarcinoma.	
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Isocitrate	
  dehydrogenase	
  (IDH)	
  is	
  an	
  enzyme	
  in	
  the	
  tricarboxylic	
  acid	
  cycle	
  (Krebs	
  cycle)	
  
which	
  catalyzes	
  the	
  conversion	
  of	
  isocitrate	
  to	
  α-­‐ketoglutarate.	
  Somatic	
  IDH	
  mutations	
  
have	
  been	
  identified	
  in	
  various	
  tumors,	
  including	
  myeloid	
  neoplasms,	
  thyroid	
  carcinoma	
  
and	
  intrahepatic	
  cholangiocarcinoma.	
  Mutations	
  in	
  the	
  IDH	
  gene	
  play	
  a	
  role	
  in	
  
tumorigenesis	
  by	
  inducing	
  hypermethylation	
  of	
  CpG	
  islands	
  leading	
  to	
  altered	
  gene	
  
transcription	
  and	
  genomic	
  stability.	
  This	
  study	
  analyzed	
  a	
  series	
  of	
  intestinal	
  
adenocarcinomas	
  with	
  (n	
  =	
  23)	
  and	
  without	
  (n	
  =	
  39)	
  associated	
  chronic	
  idiopathic	
  
inflammatory	
  bowel	
  disease	
  (IBD)	
  from	
  a	
  single	
  institution	
  for	
  IDH1	
  and	
  IDH2	
  mutations	
  
and	
  correlated	
  the	
  clinicopathologic	
  findings	
  with	
  mutation	
  status.	
  IBD-­‐associated	
  



adenocarcinomas	
  more	
  frequently	
  demonstrated	
  IDH	
  mutations	
  compared	
  to	
  intestinal	
  
adenocarcinomas	
  not	
  associated	
  with	
  IBD	
  (13%	
  vs.	
  0%,	
  P	
  =	
  0.047).	
  All	
  IDH	
  mutations	
  
were	
  identified	
  in	
  IDH1	
  (cytoplasmic	
  and	
  peroxisomal	
  isoform).	
  IDH1	
  mutations	
  were	
  
frequently	
  (66%)	
  associated	
  with	
  concurrent	
  KRAS	
  mutations.	
  IDH-­‐1	
  mutated	
  tumors	
  
were	
  seen	
  in	
  both	
  Crohn	
  disease	
  and	
  ulcerative	
  colitis	
  and	
  were	
  located	
  in	
  both	
  the	
  
ileum	
  and	
  colon.	
  Compared	
  with	
  IDH1-­‐negative	
  IBD-­‐associated	
  adenocarcinoma,	
  IDH1-­‐
positive	
  IBD-­‐associated	
  adenocarcinomas	
  more	
  frequently	
  demonstrated	
  
tubuloglandular	
  histology	
  (100	
  vs.	
  25%,	
  P	
  =	
  0.032),	
  and	
  were	
  more	
  frequently	
  associated	
  
with	
  precursor	
  lesions	
  exhibiting	
  serrated	
  morphology	
  (66%	
  vs.	
  6%,	
  P	
  =	
  0.034).	
  IDH1	
  
mutations	
  were	
  also	
  identified	
  in	
  the	
  precursor	
  dysplastic	
  lesions.	
  In	
  conclusion,	
  IDH1	
  
mutations	
  are	
  occasionally	
  identified	
  in	
  IBD-­‐associated	
  intestinal	
  adenocarcinoma	
  but	
  
not	
  in	
  those	
  adenocarcinomas	
  not	
  associated	
  with	
  IBD.	
  IDH1-­‐mutated	
  adenocarcinomas	
  
are	
  associated	
  with	
  low-­‐grade	
  tubuloglandular	
  morphology	
  and	
  often	
  harbor	
  concurrent	
  
KRAS	
  mutations.	
  Identification	
  of	
  patients	
  with	
  IDH1	
  adenocarcinomas	
  may	
  become	
  
clinically	
  important	
  as	
  new	
  targeted	
  therapies	
  emerge.	
  
	
  
 
 
 
 
A	
  case	
  of	
  acute	
  necrotizing	
  esophagitis.	
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This	
  well	
  illustrated	
  case	
  report	
  describes	
  the	
  dramatic	
  endoscopic	
  findings	
  of	
  an	
  elderly	
  
man	
  who	
  presented	
  to	
  the	
  emergency	
  department	
  with	
  hematemesis	
  and	
  epigastric	
  
pain.	
  Acute	
  esophageal	
  necrosis	
  (AEN)	
  is	
  commonly	
  referred	
  to	
  as	
  “black	
  esophagus”.	
  	
  
Tissue	
  damage	
  in	
  AEN	
  is	
  likely	
  multifactorial	
  and	
  may	
  include	
  organ	
  hypoperfusion,	
  
impaired	
  local	
  defense	
  barriers,	
  reflux	
  of	
  gastric	
  contents	
  and	
  possibly	
  medication	
  
toxicity	
  (as	
  illustrated	
  in	
  this	
  case).	
  There	
  is	
  a	
  predilection	
  for	
  AEN	
  to	
  involve	
  the	
  distal	
  
esophagus.	
  Biopsies	
  show	
  extensive	
  nearly	
  obliterative	
  tissue	
  necrosis	
  involving	
  the	
  
mucosa	
  and	
  often	
  deeper	
  layers.	
  Treatment	
  is	
  directed	
  at	
  correcting	
  the	
  coexisting	
  
clinical	
  conditions,	
  restoring	
  hemodynamic	
  stability	
  and	
  intravenous	
  acid	
  suppression	
  
with	
  proton	
  pump	
  inhibitors.	
  Adverse	
  events	
  include	
  esophageal	
  perforation	
  with	
  
mediastinal	
  infection/abscess,	
  stricture,	
  superinfection	
  and	
  death.	
  Mortality	
  is	
  often	
  
related	
  to	
  underlying	
  comorbid	
  disease,	
  and	
  although	
  the	
  overall	
  prognosis	
  is	
  poor,	
  
mortality	
  specific	
  to	
  AEN	
  is	
  less	
  than	
  10%.	
  
	
  
	
  
Targeted	
  multiprobe	
  fluorescence	
  in	
  situ	
  hybridization	
  analysis	
  for	
  elucidation	
  of	
  
inconclusive	
  pancreatobiliary	
  cytology.	
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This	
  study	
  explored	
  the	
  utility	
  of	
  fluorescence	
  in	
  situ	
  hybridization	
  (FISH)	
  to	
  improve	
  the	
  
diagnostic	
  stratification	
  between	
  reactive	
  and	
  malignant	
  cells	
  in	
  cases	
  of	
  inconclusive	
  
cytology.	
  The	
  multiprobe	
  FISH	
  assay	
  UroVysion	
  was	
  used	
  for	
  copy	
  number	
  assessment	
  
of	
  chromosomes	
  3,	
  7,	
  17,	
  and	
  the	
  9p21	
  locus	
  on	
  Papanicolaou-­‐stained	
  specimens	
  with	
  a	
  
diagnosis	
  of	
  inconclusive	
  cytology	
  (n = 50),	
  adenocarcinoma	
  (n = 31)	
  and	
  no	
  evidence	
  of	
  
malignancy	
  (n = 9).	
  A	
  positive	
  test	
  was	
  defined	
  as	
  increased	
  copy	
  number	
  (>	
  2)	
  of	
  at	
  least	
  
2	
  chromosomes	
  (3,	
  7,	
  or	
  17)	
  in	
  at	
  least	
  4	
  atypical	
  cells,	
  or	
  loss	
  of	
  9p21	
  in	
  at	
  least	
  12	
  cells.	
  
FISH	
  confirmed	
  all	
  31	
  cytological	
  diagnoses	
  of	
  pancreatobiliary	
  adenocarcinomas,	
  and	
  
was	
  negative	
  in	
  the	
  9	
  patients	
  with	
  negative	
  cytology.	
  Among	
  the	
  50	
  cases	
  with	
  
inconclusive	
  cytology,	
  FISH	
  detected	
  19	
  of	
  31	
  cases	
  with	
  a	
  final	
  diagnosis	
  of	
  
adenocarcinoma,	
  and	
  was	
  negative	
  in	
  all	
  19	
  cases	
  with	
  no	
  final	
  evidence	
  of	
  malignancy	
  
(sensitivity	
  of	
  61.3%,	
  specificity	
  of	
  100%,	
  positive	
  predictive	
  value	
  of	
  100%,	
  negative	
  
predictive	
  value	
  of	
  61.3%).	
  Loss	
  of	
  9p21	
  was	
  found	
  in	
  43	
  (86%)	
  of	
  all	
  50	
  FISH-­‐positive	
  
cases.	
  The	
  authors	
  conclude	
  that	
  multiprobe	
  FISH	
  combined	
  with	
  automated	
  relocation	
  
of	
  atypical	
  cells	
  is	
  a	
  powerful	
  technique	
  to	
  clarify	
  inconclusive	
  cytology	
  of	
  the	
  
pancreatobiliary	
  tract	
  and	
  allows	
  for	
  better	
  distinction	
  between	
  reactive	
  atypia	
  and	
  
malignancy.	
  

 
Inhibition	
  of	
  ZEB1	
  by	
  miR-­‐200	
  characterizes	
  Helicobacter	
  pylori-­‐positive	
  gastric	
  diffuse	
  
large	
  B-­‐cell	
  lymphoma	
  with	
  a	
  less	
  aggressive	
  behavior.	
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This	
  study	
  from	
  Taiwan	
  looks	
  at	
  "pure	
  gastric	
  diffuse	
  large	
  B	
  cell	
  lymphomas,"	
  that	
  is,	
  
diffuse	
  large	
  B	
  cell	
  lymphomas	
  (DLBCLs)	
  of	
  the	
  stomach	
  with	
  no	
  associated	
  MALT	
  
lymphoma	
  identified.	
  	
  Of	
  102	
  pure	
  gastric	
  DLBCLs,	
  the	
  authors	
  found	
  evidence	
  of	
  H.	
  
pylori	
  infection	
  in	
  53%	
  of	
  the	
  cases.	
  Cases	
  with	
  associated	
  H.	
  pylori	
  infection	
  exhibited	
  
with	
  less	
  aggressive	
  clinical	
  features	
  and	
  better	
  outcomes	
  when	
  compared	
  to	
  the	
  H.	
  
pylori	
  negative	
  group.	
  	
  A	
  genome-­‐wide	
  expression	
  analysis	
  was	
  performed	
  on	
  a	
  sample	
  
set	
  of	
  the	
  H.	
  pylori	
  positive	
  and	
  H.	
  pylori	
  negative	
  groups	
  and	
  it	
  was	
  found	
  that	
  H	
  pylori	
  
infection	
  was	
  associated	
  with	
  transcription	
  factor	
  ZEB1	
  inhibition,	
  which	
  the	
  authors	
  



explain	
  is	
  due	
  to	
  high	
  levels	
  of	
  miR-­‐200	
  that	
  normally	
  regulates	
  ZEB1.	
  	
  The	
  authors	
  
speculate	
  that	
  loss	
  of	
  ZEB1	
  activity,	
  which	
  normally	
  serves	
  to	
  suppress	
  BCL6,	
  leads	
  to	
  
increased	
  levels	
  of	
  BCL6	
  and	
  thus	
  a	
  germinal	
  center	
  phenotype,	
  which	
  is	
  associated	
  with	
  
a	
  less	
  aggressive	
  clinical	
  course	
  in	
  DLBCLs.	
  

	
  

Cardiac	
  mucosa	
  at	
  the	
  gastro-­‐oesophageal	
  junction:	
  indicator	
  of	
  gastro-­‐oesophageal	
  
reflux	
  disease?	
  Data	
  from	
  a	
  prospective	
  central	
  European	
  multicentre	
  study	
  on	
  
histological	
  and	
  endoscopic	
  diagnosis	
  of	
  oesophagitis	
  (histoGERD	
  trial).	
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Biopsies	
  from	
  more	
  than	
  1000	
  individuals	
  were	
  studied	
  for	
  the	
  presence	
  of	
  cardiac	
  
mucosa	
  at	
  the	
  GE	
  junction	
  and	
  any	
  histologic	
  changes	
  reflective	
  of	
  GERD.	
  	
  Cardiac	
  
mucosa	
  was	
  present	
  in	
  more	
  than	
  66%	
  of	
  patients	
  and	
  was	
  significantly	
  associated	
  with	
  
evaluation	
  for	
  esophageal	
  or	
  gastric	
  disease	
  (P=0.025	
  and	
  0.027,	
  respectively).	
  	
  Features	
  
of	
  reflux	
  and	
  the	
  presence	
  of	
  intestinal	
  metaplasia	
  were	
  significantly	
  associated	
  with	
  the	
  
presence	
  of	
  cardiac	
  mucosa.	
  There	
  was	
  no	
  significant	
  association	
  with	
  Helicobacter	
  
status	
  or	
  the	
  presence	
  of	
  Barrett	
  esophagus.	
  	
  	
  
	
  
Does	
  clear	
  cell	
  carcinoma	
  of	
  stomach	
  exist?	
  Clinicopathological	
  and	
  prognostic	
  
significance	
  of	
  clear	
  cell	
  changes	
  in	
  gastric	
  adenocarcinomas.	
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A	
  total	
  of	
  762	
  cases	
  of	
  gastric	
  adenocarcinoma	
  were	
  studied	
  for	
  the	
  presence	
  of	
  clear	
  
cell	
  change	
  and	
  was	
  identified	
  in	
  8.5%.	
  	
  Clear	
  cell	
  change	
  was	
  significantly	
  associated	
  
with	
  older	
  age	
  (at	
  least	
  59	
  years),	
  intestinal-­‐type	
  histology,	
  location	
  in	
  body/fundus,	
  
greater	
  depth	
  of	
  invasion,	
  lymph	
  node	
  metastasis,	
  and	
  lymphovascular	
  invasion.	
  	
  The	
  
proportion	
  of	
  clear	
  cell	
  change	
  was	
  an	
  independent	
  marker	
  of	
  poor	
  prognosis.	
  
	
  
	
  



Loss	
  of	
  special	
  AT-­‐rich	
  sequence-­‐binding	
  protein	
  1	
  (SATB1)	
  predicts	
  poor	
  survival	
  in	
  
patients	
  with	
  colorectal	
  cancer.	
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Based	
  on	
  tissue	
  microarray	
  data	
  from	
  a	
  cohort	
  of	
  352	
  patients,	
  SATB1	
  expression	
  
(normal	
  is	
  positive	
  nuclear	
  expression)	
  was	
  lost	
  in	
  22%	
  of	
  colorectal	
  cancers	
  versus	
  1.5%	
  
of	
  adjacent	
  normal	
  colorectal	
  tissue.	
  	
  Loss	
  of	
  expression	
  was	
  significantly	
  associated	
  
with	
  worse	
  overall	
  survival	
  (P=0.02),	
  younger	
  age	
  (P=0.03),	
  mucinous	
  or	
  signet-­‐ring	
  
histology	
  (P=0.0001),	
  and	
  poor	
  differentiation	
  (P=0.005).	
  	
  SATB1	
  expression	
  was	
  
associated	
  with	
  a	
  survival	
  advantage	
  in	
  patients	
  with	
  Dukes	
  C	
  tumors	
  who	
  also	
  received	
  
neoadjuvant	
  chemotherapy.	
  	
  	
  
	
  
	
  
	
  
Systematic	
  immunohistochemical	
  analysis	
  of	
  the	
  expression	
  of	
  CD46,	
  CD55,	
  and	
  CD59	
  
in	
  colon	
  cancer.	
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CD46,	
  CD55,	
  and	
  CD59	
  are	
  membrane-­‐bound	
  complement	
  regulatory	
  proteins	
  (mCRPs).	
  	
  
Their	
  expression	
  was	
  significantly	
  higher	
  in	
  colon	
  cancer	
  versus	
  normal	
  adjacent	
  tissue	
  
(microarray	
  data	
  of	
  121	
  cases).	
  	
  Expression	
  of	
  CD55	
  and	
  CD59	
  correlated	
  with	
  grade	
  of	
  
tumor	
  differentiation	
  and	
  with	
  stage	
  III/IV	
  versus	
  stage	
  I/II	
  cancer.	
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