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INTERNATIONAL COURSE ON THE PATHOLOGY OF THE DIGESTIVE SYSTEM

VICTOR BABES NATIONAL INSTITUTE OF PATHOLOGY

BUCHAREST 7-8 BUCHAREST 2014

"Endoscopicsubmucosalresection, 
a wonder technique

... but it's nothing without pathologist's
carefulcontrol... "

"An expert is a man who
hasmade all the mistakes
which can be made in a 

very narrow field"

NielsBohr

NORMAL MUCOSA CANCER

DYSPLASIA
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THE 
DEFINITION!

Dysplasia

ά Unequivocal, 
neoplastic 

transformation of the 
epithelium excludingall

reactivechangesά

A constellation 
of histological abnormalities 

suggesting that clone(s) of cells 
have DNA damage rendering them 

neoplasticand predisposed to 
malignancy

The histological 
expression of the DNA 
damage that preceedes

malignancy
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LOW GRADE DYSPLASIA

HIGH 

GRADE 
DYSPLASIA

Dysplasia

DYSPLASIA 
CANNOT REGRESS!

NEOPLASTIC 
PROCESS !
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Negative for dysplasia

Positive for dysplasia

Low grade High grade

CLASSIFICATION  OF  DYSPLASIA

Indefinite for dysplasia

DYSPLASIA

N.I.N.

Non Infiltrative Intraepithelial Neoplasia
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ADENOCARCINOMADYSPLASIA

MUSCULARIS MUCOSAE

DYSPLASIA

CANCER

OPEN 
SURGERY

LAPAROSCOPIC 
SURGERY
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EMR is now a well-established technique for the treatment of CRNs 
with minimal invasiveness, however the high frequency of local 

recurrence after piecemeal EMR for large  lesions is reported 

Despite its longer procedure time and higher complication 
rate, ESD resulted in a higher en bloc resection rate 

compared to that seen with conventional EMR 

ESOPHAGUS

STOMACH

COLON 
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ESOPHAGUS

THE DEFINITION 
OF BE!
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Britishand 
Japanese

Societiesof
Gastroenterology

American College 
of

Gastroenterology
(ACG)

http://www.google.it/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=dlbOWo0-xkbydM&tbnid=H5pUBzhdM6pBaM:&ved=0CAUQjRw&url=http://www.esofagodibarrett.it/&ei=psdmUpHZKqe60QWhwoD4Bg&bvm=bv.55123115,d.bGE&psig=AFQjCNHrRnAafwl-zG-Z2-FVjGp_RlmGzQ&ust=1382553887237308
http://www.google.it/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=dlbOWo0-xkbydM&tbnid=H5pUBzhdM6pBaM:&ved=0CAUQjRw&url=http://www.esofagodibarrett.it/&ei=psdmUpHZKqe60QWhwoD4Bg&bvm=bv.55123115,d.bGE&psig=AFQjCNHrRnAafwl-zG-Z2-FVjGp_RlmGzQ&ust=1382553887237308


24/06/2015

9

ά! ŎƘŀƴƎŜ ƛƴ ǘƘŜ ŜǎƻǇƘŀƎŜŀƭ ŜǇƛǘƘŜƭƛǳƳ ƻŦ 
any lenght that can be recognized at 
endoscopy and is confirmed to have 

intestinal metaplasiaōȅ ōƛƻǇǎȅέ

American College of Gastroenterology ( ACG )
Practice Parameters Commitee

2001

άtǊŜǎǳƳƛƴƎ ŀ ǎǳŦŦƛŎƛŜƴǘ ŜǎƻǇƘŀƎŜŀƭ 
sampling,it is currently reasonable for 
ǘƘŜ ǇŀǘƘƻƭƻƎƛǎǘ ǘƻ ŀōƛŘŜ ōȅ ǘƘŜ ŘƛŎǘǳƳέ

ά bƻ ƎƻōƭŜǘǎΣ ƴƻ .ŀǊǊŜǘǘΩǎέ

Kenneth P. Batts
Human Pathology

2001

άMetaplasticcolumnar-lined
esophagusthat is macroscopically

recognizableέ

Britishand JapaneseSocietiesof
Gastroenterology
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J.F. Flejou
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ESOFAGO

STOMACO

CARDIAS

LINEA Z

BARRETT

Intestinal MetaplasiaNear GEJ

Biopsies from here

Z line

GEJ

.ŀǊǊŜǘǘΩǎEsophagus

.ŀǊǊŜǘǘΩǎ 9ǎƻǇƘŀƎǳǎ - Diagnosis

NandurkarS, et al. Gut 1997; 40:710

Weinstein WM, et al. GastrointestEndosc1996; 44:91

Intestinal MetaplasiaNear GEJ

Biopsies from here

Z line

GEJ

Cardia Intestinal Metaplasia

.ŀǊǊŜǘǘΩǎ 9ǎƻǇƘŀƎǳǎ - Diagnosis

NandurkarS, et al. Gut 1997; 40:710

Weinstein WM, et al. GastrointestEndosc1996; 44:91

BarrettΩǎ Esophagus(BE) is
considereda  

premalignantcondition
predisposingto

adenocarcinoma via a 
multistep sequence
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REFLUX
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DYSPLASIA

CANCER

Twoproblems

IrregularDistribution

HistologicalEvaluation
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Dysplasia

Cancer

37 cm

34 cm

32 cm

24 cm

B
a
r
r
e
t
t

29 cm

27 cm

Intestinal Metaplasia

Normal
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C. S. Male  42 y.o.

Refluxdisease, Epigastricpain

Endoscopy

ŀƴŘΧΧΧΧ..

MARKED ATYPIA 
SEVERE DYSPLASIA
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NO DYSPLASIA 
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87 pts NDBE

(80%)

13 pts Indef

(12%)

10 pts LGD

(8%)

No HGD/Ca 60%  HGD/CaNo HGD/Ca

Median FU of 42 months

Pouwet al, GIE 2010 

110 LGD pts reviewed 

by 2 expert pathologists

Amsterdam Gut Club Barrett registry



24/06/2015

17

ENDOSCOPIC SUB MUCOSAL DISSECTION  (ESD)

ENDOSCOPIC SUB MUCOSAL DISSECTION  (ESD)



24/06/2015

18

Male  54 y.o.
Previouscolon tumor

Epigastricpain

Endoscopy
ŀƴŘΧΧΧΧΦΦ
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P 53 



24/06/2015

20



24/06/2015

21



24/06/2015

22

Mucosectomia
Margine profondo

libero da 
localizzazione displastica

Margine laterale Margine lateraleMargine profondo

Displasia di grado variabile da basso       ad alto grado

FEMALE 75 Y.O.

ESOPHAGUS MEDIUM 
LESION
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DEPTH OF INFILTRATION

EXCISION MARGIN

E.S.D.
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ENDOSCOPIST SURGEON

LYMPHATIC  INVASION
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ESOFAGO

LINEA Z

CARDIAS

STOMACO

.!ww9¢¢Ω{ 9{htI!D¦{

PERSONAL 
EXPERIENCE
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GASTRIC
METAPLASIA

110 CASES

2000 ς2012

647 CASES

INTESTINAL
METAPLASIA

537 CASES

.!ww9¢¢Ω{ 9{htI!D¦{

83%

17%

Intestinal

Gastric
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GASTRICMETAPLASIA

CANCER

0 CASES

DYSPLASIA

0 CASES

INTESTINALMETAPLASIA

DYSPLASIA-
CANCER
32 CASES

72 CASES

DYSPLASIA

40 CASES
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INTESTINALMETAPLASIA

HGD

1 CASE

DYSPLASIA: 40 CASES

LGD

22 CASES

LGD-HGD

17 CASES

INTESTINALMETAPLASIA

E.S.D.

14 CASES

DYSPLASIA: 40 CASES

AVAILABLE DATA:17 CASES

SURGERY

3 CASES
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INTESTINALMETAPLASIA

E.S.D.

10 CASES

CANCER: 32 CASES

AVAILABLE DATA:21 CASES

SURGERY

11 CASES

The presence of intestinal 
metaplasiagives an increased risk to 

malignant progression 

BE AFRAID TO INTESTINAL 
METAPLASIA IN BE !!!
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STOMACH

Female76 y.o. 

At endoscopydouble erosionin 
antrum and angulus

BIOPSIES 

HEMATOXYLIN-EOSIN
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E.S.D.
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A 1 A 2 A 3 A 4 A 5 A 6

180° ROTATION 180° ROTATION
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LATERAL MARGINS 
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FEMALE 69 Y.O.

GASTRIC CORPUS 
LESION
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A. M. Female63 y.o.

Abdominaldiscomfort , Epigastricpain

Endoscopy

ŀƴŘΧΧΧΧ..

A B
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Cromogranina

immunohistochemical
stainingfor desmin:

Onlydeterminedin casesof verticalnegative margins
In casesof positive verticalmargin: 
άat leastpT1b2/SM2: 1200 micrometresfrom muscularismucosaeέ

pT1b1

pT1b2

ωdepth of invasion(extendedTNM classification)

Gotoda T et al, Gastric Cancer 2000: 3: 219-225

Risk of lymph node metyastasis is significantly higher

whenthe muscularismucosaeare obscuredue 
to myofibroblasticproliferation

-measurementdeviceof a 
microscopicdigital camera
-micrometerof the eyepiece

GotodaT et al, GastricCancer2000: 3: 219-225
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pattern of submucosalinfiltration ?

KodamaY et al, Cancer
1983; 51:  320-326

MARGINS !

LYMPHATIC  INVASION !

COLON
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TypeI                   TypeII                    TypeIII L TypeIIIS

TypeIV                            TypeV i TypeV N

RoundishPits
Normal

Star-like pits
Adenoma  30%Ca 0%

Tubularor roundishlarge
Adenoma 92%Ca 4,2%

Tubularshort
Adenoma 86% Ca12%

Branche or gyrus-like
Adenoma  74% Ca 22%

Irregularin shape,sizeand 
arrangement

Adenoma 39%Ca 61%

Absenceof pit pattern
Adenoma 7% Ca 93%

KUDO CLASSIFICATION

THERAPY

Ohta ςDigest Endosc2004

EndoscopicResection

Surgery

Vn

Pit pattern

i
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CANCERIZED ADENOMA

This term is reserved for adenomas in which it 
can be clearly established that there is 

infiltration of the submucosa through the 
complete overcoming of the muscularismucosa 

by neoplastic tissue. 
It is the earliest form of colorectal cancer (pT1 

sec. TNM) with lymph node metastatic potential, 
haematogenous, loco-regional recurrence and 

mortality

4. CARCINOMA 
invading the submucosaor beyond

4a. Carcinoma confined to submucosa
Vienna: category 5 (Submucosalinvasion by

carcinoma)

TNM: pT1
4b. Carcinoma beyond submucosa
TNM: pT2-T4

RISIO et .al.
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MANAGEMENT OF EARLY INVASIVE COLORECTAL 
CANCER RISK OF RECURRENCE AND CLINICAL 

GUIDE LINES

KIKUCHI R. et al
DISEASE COLON RECTUM

1995 

CANCERIZED ADENOMA
Depthof Invasion( Kikuchi Levels)
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RISK  FACTORS  FOR  METASTASES  FROM CANCER
ARISING IN AN  ADENOMA

POORLY DIFFERENTIATED CARCINOMA

TUMOR PRESENT AT THE RESECTION MARGIN

PRESENCE OF SUBMUCOSAL INVASION

Fenoglio-Preiser

PRESENCE OF LYMPHATIC INVASION

LOW GRADE 
DYSPLASIA

HIGH GRADE 
DYSPLASIA

LATERAL  MARGIN LATERAL  MarginDEEP MARGIN

E.S.D.
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LOW GRADE 
DYSPLASIA

DEEP MARGIN LATERAL MARGINS

LOW GRADE DYSPLASIA

DEEP MARGIN FREE OF DYSPLASIA 

LATERAL MARGIN FREE OF DYSPLASIA 
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TechColoproctol. 2014 Nov;18(11):1117-23. 

Experience with a new devicefor pathologicalassessment
of colonicendoscopicsubmucosaldissection.

Trecca A, Marinozzi G, Villanacci V, Salemme M, Bassotti G.

FEMALE 52 Y.O.

POLYPOID 
LESION 

SIGMA-RECTUM
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E.S.R.

SECTION A1
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SECTION A2
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Citocheratina
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Actina Muscolo Liscio

Citocheratina
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SECTION A3
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CitocheratinaCD34

DiagnosisDr. Villanacci

DIAGNOSIS
The morphologicaland immunohistocheical

evaluationare indicative of a 
cancerizedadenoma

with initial infiltration of submucosa200 ɛm
(sm1). 

Absenceof lymphaticand vascularinvasion. 
Excisionmarginfree of dysplasia. 

DiagnosisDr. Mauro Risio

Infiltration of submucosa: 200 micron 

Distancebetweencarcinoma 

and excisionmargin: 0,5 mm. 

( Median thicknessof removedsubmucosa: 1,1 mm) 

[ CancerizedAdenoma  

With low risk of metastaticdiffusion ] 
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Female63 y.o. polyp of the cecum


