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Background and aims: Clinicopathological characteristics of gastric cancer (GC) are
changing, especially in the West with a decreasing incidence of distal, intestinal type
tumours and a corresponding increasing proportion of tumours with Laurén diffuse or
WHO Poorly Cohesive (PC) including Signet Ring Cell (SRC) histology. In order to
assess the behavior and the prognosis of these GC subtypes, the standardization of
pathological definitions is needed.

Methods: An expert team belonging to the European Chapter of International Gastric
Cancer Association identified 11 debated topics on pathological classifications used for
PC and SRC GC. The topics were discussed during a dedicated Workshop held in
Verona in March 2017. Then, through a Delphi method, Consensus statements for
each topic were elaborated.

Results: A Consensus was reached on the need to classify gastric carcinoma
according to the most recent edition of the WHO classification that is currently WHO
2010. Moreover, in order to standardize the definition of SRC carcinomas, the proposal
that only WHO PC carcinomas with more than 90% poorly cohesive cells having signet
ring cell morphology have to be classified as SRC carcinomas was made. All other PC
non-SRC types have to be further subdivided into PC carcinomas with SRC component
(<90% but >10% Signet Ring Cells) and PC carcinomas Not Otherwise Specified
(<10% Signet Ring Cells).

Conclusion: The reported Consensus statements clarify some debated topics on
pathological classifications used for PC and SRC GC. It would help the generation of
strong evidences on biological and prognostic differences of these GC subtypes.

Powered by Editorial Manager® and ProduXion Manager® from Aries Systems Corporation



Additional Information:

Question Response

Is the work reported on in your paper a No
clinical study?

Is the work reported on in your paper a No
prospective study?

Have you already obtained approval for ' No
your work from the IRB (Institutional
Review Board)?

Do you agree to submit the original Yes
protocol upon request from the editorial
committee?

Powered by Editorial Manager® and ProduXion Manager® from Aries Systems Corporation



Authors' Response to Reviewers' Comments Click here to download Authors' Response to Reviewers'
Comments 2nd Response to Reviewer #2.docx

We thank the Editors and the Reviewers for the time and efforte maetvise our
manuscript. As suggested, we looked at the figures by theviRawi. You can find
below our response to the specilieviewer’s requests.

Reviewer #2: General commentsThe authors revised their manuscript according to
the reviewers' comments as much as possible. However, there rsB aoncern
regarding the definition. Is poorly cohesive carcinoma with intogdgismic lumen
which mimics to true "signet ring" (Figure A, arrows) signet-rin) c@cinoma? In
addition, can carcinoma cells consisting of a ubiquitous owelenand relatively
abundant mucus (Figure B, arrows) be called as signet-ring cell carcinoma?

We deeply thank the Reviewer for this important commerdeed, the reasoto
make some consensus on morphology of SRC is to maler loatiiegories to study
follow-up/ therapies etc. As for the definition of whveg call a signet ring cell on an
individual cell level, it would be very difficult to samntil we have more detailled
molecular data. Also, we think that one cannot decide @d4lof SRCs of a tumour
using high power figures. However, to make an attempt to answer to the Reviewer'’s
specific requests:

1) In figure A you can see these cells that have a big vadndhe cytoplasm
surrounded by a mor bubbly cytplasm and the nucleusnenside although
not really squeezed to a signet ring shape. They arsui@ not classical
signet ring cellsas such this tumour (A) would fall in the categoryR&
<10% SRC.

2) In figure B, at the right bottom you can just see whatvweeld call a classical
signet ring cell, while the neighbouring cells are liksignet ring cells in
development. Indeed, we think that it takes some time&daraulate the mucin
in the cytoplasm to squeeze the nucleus to the edge. ThiartyB)owould fall
in the category of poorly cohesive carcinoma with featurie10-90% signet
ring cells.



Cover Letter

August, 7th 2018

Dear Editor

We appreciate your Journs interest in our manuscript. We are aware that there are
some differences in the interpretation of gastric cancer morphologgdretive Eastern
and Western pathologist. Indeed, one of the main reasons ® soale consensus on
morphology of SRC is to make better categories to study fallovend therapies of
these tumours also across world regions. | hope this furthisiaewvould satisfy the
Editors and Reviewers requests.

Please, find enclosed our response to the reviewers’ comments and the revised
manuscript. Again, we appreciate your thoughtful consideratioouo paper and we
look forward to future correspondence.

Best regards,

Prof. Giovanni de Manzoni
General and Upper Gurgery Division

University of Verona



Manuscript Click here to download Manuscript R2 Manuscript Consensus %
PC_HG_FC.doc

Click here to view linked References

CONSENSUS ON THE PATHOLOGICAL DEFINITION AND CLASSIFICATION OF

POORLY COHESIVE GASTRIC CARCINOMA

C Mariette!, F Carneird@,H | Grabsch, RSvan der Post, W Allum °,G de Manzon®.

On behalf of the European Chapter of International Gastric Cancer Association

! Department of Surgery, Hopital Claude-Huriez, Lille, France.

2Departments of Pathology, Centro Hospitalar Sdo Jodo/Faculty of Medicine of Porto University
and Institute for Research and Innovatioidealth (i3S)/Institute of Molecular Pathology and
Immunology of the University of Porto (Ipatimup), Porto, Portugal.

3 Department of Pathology, GROW School for Oncology and Developmental Biology, Maastricht
University Medical Center, Maastricht, Netherlands and Pathology & Tumour Biology, Leeds
Institute of Cancer and Pathology, University of Leeds, Ldgs,

4 Department of Pathology, Radboud university medical center, Nijmegen, The Netherlands.

5> Department of Upper Gastrointestinal Surgery, Royal Marsden Hospital, London, UK.

®General and Upper Gl Surgery Division, University of Verona, Verona, Italy.

RUNNING TITLE: Standardization of definitions and classification used for poorly cohesive and
signet ring cell gastric carcinoma

KEY WORDS: gastric cancer ; Poorly Cohesive sub-type; Signet Ring Cell histology;
WORD COUNT:2601

TOTAL NUMBER OF TABLES: 2

TOTAL NUMBER OF FIGURES: 3

FINANCIAL SUPPORT: None

CONFLICT OF INTEREST: None

CORRESPONDING AUTHOR: Giovanni de Manzoni, M.D.



General and Upper G.l. Surgery Division, Department of Surgery, University of Verona, Italy
Address: Piazzale Stefani 1, 37126 Verona, Italy
Phone No: +39-045-8123063 Fax No: +39-0458122484

Email: giovanni.demanzoni@univr.it

I+



ABSTRACT

Background and aims: Clinicopathological characteristics of gastcancer (GC) are changing,
especiallyin the West with a decreasing incidence of distal, intestinal type tumours and a
corresponding increasing proportion of tumours with Laurén diffuse or WHO poorly cohesive (PC)
including signet ring cell (SRC) histologyn orderto accurately assess the behavior and the
prognosis of thes&C subtypes, the standardization of pathological definitisngeded.

Methods: A multidisciplinary expert team belonging the European Chapter of International
Gastric CanceAssociation (IGCA) identified 11 topics on pathological classifications usedGor

and SRC GC.The topics were debated during a dedicated Workshopimelgronain March

2017. Then, through @elphi method, consensus statements for each topic were elaborated.
Results: A consensus was reached on the rnteedassify gastric carcinoma accorditggthe most
recent edition of the WHO classification which currently WHO 2010. Moreovein orderto
standardize the definition of SRC carcinomas, the proposal that only REEarcinomas with
more than 90% poorly cohesive cells having signet ring cell morphologytbdee classifiecas

SRC carcinomas was made. All otfe€ non-SRC types havi® be further subdivided int®C
carcinomas with SRC component (<90% but >10% SRCs)R@aarcinomas not otherwise
specified (<10% RCs).

Conclusion: The reported statements clarify some debated topics on pathological classifications
used forPC and SRC GCAs such, this consensus classification would allow the generation of

evidence on biological and prognostic differences between @€seibtypes.



INTRODUCTION

Despite a declining incidence, Gastric Cancer (8Gjill one of the major cause$ cancer
death worldwide!™. Evidence has accumulated over the last decades that clinicopathological
characteristicef GC are changing, especially the West># with a decreasing incidence of distal,
intestinal type tumours and a corresponding increasing proportion of tumours with Laurén®iffuse
or WHO'® poorly cohesive (PC) including signet ring cell (SRC) histolégy
Conflicting data exist about the prognostic relevance of SRC histél8gywhile some authors
report a relationship between SRC histology and poor proghdsisther studies have not
confirmed this findind?. More recently, some comparative studies from Western and Asian authors
910 gyggestd that the prognostic impacf SRC histology depends on the stage of the disease,
being favourablén early stages but adverseadvanced tumour stages. One of the main reasons for
these inconsistent findings over the relationship between SRC and prognosis &ppearsack of
standardization oC histological subtype definitions. The 2010 WHO classificafibdefinesPC
tumoursas GC composed of isolated or small groups of tumour cells. If neoplastic cells with SRC
morphology predominate the tumour, the tumous definedas SRC carcinomaln reality, the
terms Laurén“diffuse type”, “poorly cohesive” and “signet ring cell” GC are often used
indiscriminately.As a consequence, tumours having major and minor SRC components may have
been inappropriately considered togetinetomparative studies!.

Standardization of terminology and classificatiosisa crucial stegn orderto accurately asss
epidemiological trends artd allow predictionof prognosis and/or responsechemotherapy ad&C
patients with SRGswell asPC non-SRC tumours comparéal other GC subtypes antb design
tailored treatment strategids. orderto reach a consensus on the pathological classificati®Cof
and SRCGC, a multidisciplinary expert team belongitggthe European Chapter of International

Gastric Cancer Association (IGCA) attended a dedicated Workshégronain March 2017.



METHODS

The methodology ofhis project was similato that of other multicentric consensus reports
(1213 After establishing the purpose of the project, a restricted working group (RWG) of the
European Chapter of IGCA identified areas of uncertainty about the histopathological definitions
and classifications of PC and SRC gastric canicevsderto define the topics for debate.

Next, an expanded working group (EWG) of European experable 1), was invitedto
take partin a dedicated workshop held Verona, Italy, on the 17tbf March, 2017. During the
Workshop, the previoulsy identified topics were discussed and a draft statemesgonsdo each
topic was recorded.

Each expert was asked comment and suggest modificatiotts the draft statements
through aDelphi method implementationThese suggestions were made availabléhe other
expertsin a series of web-based discussion rounds for further discussion and definitive approval.

The grade of expert agreemeénmtachstatemenis reported.

RESULTS
Consensus statements are repoagfbllows. There was unanimous agreemienéach statement,

except for the statement 5 where one of the experts disagreed.

TOPIC 1
What is the unequivocal definitionof a signet ring cell (SRC)?

STATEMENT 1

The definition of a signet ringell is that of a cell with ample cytoplasmic mucin which appears
optically clear on Haematoxylin Eosin (HE) staining and an eccentrically placésusif Al
other poorly cohesive cancer cells that do not display this specific morphology shaldd$ifed

as poorly cohesive cells (PC) not otherwise specified (NOS).



TOPIC 2
Is a cell with signet ring morphology always a malignant cell? What are the mainiffierential
diagnoses of cells with poorly cohesive/signet ring cell morphology?

STATEMENT 2

No, a cell with signet ring morphology not always malignant. There are benign lookalikes that
can mimic signet ring cell carcinoma which are illustrateéanel Figure 1 and Figure 241,
Furthermore, dystrophic goblet cells, non-neoplastic epithelial cells associated with ulcanaltion
ischaemia, macrophages or mesothelial dellsytology preparations can look like signet ring
cells.

Apart from benign signet ring cell change, lymphoma, poorly differentiated integjasdtic
adenocarcinoma, neuroendocrine tumours, metastatic lobular breast candan osacer and

melanoma should be consideiirdhe differential diagnosis of signet ring cell carcinoma.

TOPIC 3
Can RC carcinoma be identified by other means thanHE morphology? Are there routinely

used immunohistochemical (IHC) marker andif so, what are they?

STATEMENT 3

Currently there are no specific IHC markers used routinely. E-cadherin or atiokeubtyping do
not aidin the identification of signet ring cells. However, histochemical staining for mucin (AB-

PAS) can be usem confirm the presence of mudimsignet ring cells.

TOPIC 4
Currently, the terms “diffuse type” cancers accordingto Laurén classification, “poorly

cohesive carcinomas” according to the WHO classification 2010, “signet ring cell”



carcinomas, and “linitis plastica” are used indiscriminately. How can terminology usedo
describe the histology of these tumourke standardized?

STATEMENT 4

In the pathology report, gastric adenocarcinoma should be classified acdorthagnost recent
edition of the WHO classification whidls currently the # ed publishedin 2010, The Laurén
“diffuse”’ type!® correspondso the WHO category ofpoorly whesive” carcinomas.

The WHO 2010 category ¢1C carcinoma includes SRC whiah defined asd?C carcinoma that
contains predominantly or exclusively signet ring cells (See Statement 5).

The term “linitis plastica” should only be used for the description of the macroscopic

characteristics of the tumour.

TOPIC 5

A SRC carcinoma is defined according to the WHO as PC carcinoma containing
predominantly or exclusively signet ring cells. Should an internationally standardizedhethod
be used,to define the proportion of signet ring cells requiredto subclassify tumours with
signet ring cells?

STATEMENT 5

In orderto standardize the definition oR& cancerswe propose that only WHO PC carcinomas
with more than 90% poorly cohesive cells having classical signet ring cell morplshioglg be
classified as BC carcinomas.
We proposedo use the following subclassification®C and &RC carcinomas:

- Signet ring cell (SRC) type (>90% of signet ring cells)

- Combined poorly cohesive NOS and SRC Carcinoma (PC-NOS/SRC; -

but >10% of signet ring cells)

- Poorly cohesive NOS (PC-NOS; <10% of signet ring cells)



We believe that by using the above categories of poorly cohesive carcinomas, andirmpmpar
tumours with almost exclusive (>90%) signet ring cwlshose with lower (<90% but >10% and
<10%) proportion of signet ring celis retrospective and prospective studies, the prognostic
differences of PC tumours with different proportion of cells with signet ringphaogy canbe
accurately investigated.

It is important that these categories/subclassification are only used for PC and $RGncas.
Mucinous cancers are characterized by the presence of extracellularimoone than 50% of
the tumour area.\Eenif mucinous cancers contain signet ring cells, they should not be claasified
poorly cohesive/signet ring cell carcinomas as mucinous cancers have difielegy and

prognosis.

TOPIC 6
How big is the discrepancy between histological tumour typen endoscopic biopsies and
resected specimeim gastric cancer using the current WHO classification®o you believe that

this discrepancyis larger for PC / SRC carcinomas?

STATEMENT 6

Due to the uncertainty about the definition used when reporting resulis,currently unclear
whether therés a discrepancy between biopsy classification and resection specimen classification.
We therefore believe that is necessaryo reportin PC carcinoma whether signet ring cells are
presentin specimensor not. The concordance between preoperative biopsies and resected

specimens accordirtg the proposed definitions (statemé&hshould be assessed.

TOPIC 7

Is the determination of the pathological depth of invasion(pT category) in PC/SRC



carcinomas,in particular regarding the involvement of the serosa, more difficult thann other

histological types of gastric cancer?

STATEMENT 7

There are more difficulties determining the pathological T categany?C and SRC carcinomas.
Immunohistochemical staining for cytokeratin does not help as the mesotheliadfdblsserosa

also express cytokeratins. Elastica stains may be hétpfigntify the location of the serosa.

TOPIC 8
Is the type of stroma reaction the sameén all SRC cancers?If not, do you think this could
have a prognostic impact?

STATEMENT 8

The stroma reactiors not the samen all PC and SRC carcinomas. The stroma reaction may
change depending on depth of tumour invasiors likely that the type of stroma reaction has a

prognostic impact, but available data are limi{éd

TOPIC 9

Does neoadjuvant treatment modify gastric cancer histopathological phenotype? Can a
histopathological responseto neoadjuvant chemotherapy (tumour regression grade)e
establishedin SRC carcinomasin the same way ag non-SRC carcinomas? Are there specific
pathological criteria to assess the responst® neo-adjuvant treatmentsin SRC -caneers
carcinoma?

STATEMENT 9

Apart from seeing regressive features like fibrosis and necrosis,ishevalefinitive evidence that

the histological phenotype of cancer cells change after neoadjuvant chemotherapy.



In GC patients who received neoadjuvant therawypnly havethe pretreatment diagnostic biopsy

to determine the tumour phenotype. Thes@o evidenceyet that the tumour phenotype changes
after chemo(radio)therapyBy reviewing slides of resected specimens from clinical trials
comparing surgery alorte neoadjuvant therapy followed by surgemg could evaluate the impact

of neoadjuvant therapyn the histological tumour phenotyjpe gastric adenocarcinoma including

in tumours withP SRC histologyclassified on the pretreatment diagnostic biopsies.

At the moment, there are no specific pathologic criténiassess the responte neoadjuvant
treatmentn poorly cohesive and signet ring cell types.

Tumour regression grade accorditm Becker '8 or Mandard[*” is currently reportedin
pathological reporten most Western countriefi. is noteworthy that pathologists have difficulties

in particularin PC GC in differentiating treatment naive desmoplastic stroma from treatment
induced fibrosislt therefore appears necess&rydevelop specific pathologic regression systems
for PC and SRC tumours.

Of note, these pathologic regression systems should include not only regression grading for the
primary tumour but also for the lymph nodes. Indeed, for oesophageal and caraia €&fiche
prognostic relevance of nodal respois@reoperative treatments has already been demonstrated,
and thisis likely to be significanin gastric cancer, too.

It would be very interestingp evaluate the rates of pathologic tumour and nodal respgonse
preoperative treatment according the proportion of signet ring cells, i.e. based on the

classification proposeid Statement 5.

TOPIC 10
Is it possibleto find signet ring cells alsoin the context of tubular or papillary gastric
adenocarcinoma?f yes, howdo you classify this tumour?

STATEMENT 10

The WHO classification@ed.[®! defines‘mixed adenocarcinomas a tumor witha

10



discrete component of tubulo-papillar andpoorly cohesive-SRC component. It

means that each component should be clearly separate. There is currently ho cut-of

defined with respect to percentage of each component for a tumour to be classified
as mixed adenocarcinoma. However, if only rare signet ring cells/rare poorly
cohesive cells are present, for example at the invasive edge, the tumour should still

be classified as tubular or papillary tumour.

TOPIC 11
In case of WHO mixed type gastric cancerss there pathological evidence that the PC/SRC

componentis more ‘aggressive’ showing a higher frequency of lymph node metastases?

STATEMENT 11

Both, the tublo-papillary and PC-SRC components may be aggressive.

The two components have different pathways of tumour dissemination with the tubulorgapilla
(Laurén: intestinal type) component spreading more frequently by angioinvasion, whit&the
SRC (Laurén: diffuse type) component teadnetastasis the peritoneurff®.

Currently, one can only speculate that the cumulative effect of the adversebehaf intestinal
and diffuse type gastric carcinonsaresponsible for the greater biological aggressssaemixed

type gastric carcinoma comparsm “pure” intestinal and diffuse gastric carcinoni&3l. The

level of existing evidences too low for a definitive conclusion.

11



DISCUSSION

The proportion of Laurén diffuse and WHRBC and SRC gastricancer subtypes have
increasedin recent years, especialip the West?*. Some studies reporteah independent

unfavourable prognostic impact of SRC histology compaocedther histotypes’!, while others

could not confirm this®l. More recently a stage-dependent prognostic role of SRC has been
suggestedy Western and Eastern auth&&’. Different proportions of early and advanced SRC
tumoursin the published series may have caused the inconsistency of data repfated

Most importantly, therés no standardizatiom the terminology usetb define tumours with
signet ring cells and very often the definitions “diffuse type” cancers accordingp Laurén
classification,“poorly cohesive’ and‘“signet ring ell” gastric carcinomas according the 2010
WHO classification, ofFlinitis plastica” are used indiscriminately. Findings reporiied¢omparative
studies!™ could have been affectdny the heterogeneity of SRC and non-SRC cancEus.
establish reproducible definitions towards standardised classifiatigastric cancer, a European
consensus group has produced the definitions desénibid paper.
The two key issues for pathologists are firstly, that gastric carcinoma should be classified according
to the most recent edition of the™N® classification whichis currently WHO 2010f!. The Laurén
“diffuse” type correspond® the WHO category dfpoorly cohesivé carcinomas.
Secondly, in orderto standardize the definition of SRC carcinomas propose that only WH®C
carcinomas with more than 90% poorly cohesive cells having signet ring cell morphology should be
classifiedas SRC carcinomas. All othd?C non-SRC types should be further subdivided i@
carcinomas with SRC component (<90% but >10% signet ring cellsP@ndarcinomas RS
(<10% signet ring cells). This classification reflects the hypothesis that the extent ofn&RCs
represent a differentiation gradePC and SRC carcinomas. StudiesHereditary Diffuse Gastric
Cancer (HDGC) suggest that intramucosal lesions morphologically characteyirguical signet

ring cells without expression of Ki67 and p53 represamt‘indolent” phenotype.By contrast

12



advanced carcinomas that display “aggressive” phenotype with positive immunoreaction for
Ki67 and p53, are composed of poorly cohesive pleomorphic cells without SRC morpfblayy
recent studyn Korean patients with gastrRC carcinoma subclassified each tumour on the ludsis
the prevalent histopathological component ifjiare” SRC type (signet ring cells > 95%pure”
PC not otherwise specified (PCC-NOS) type (i.e. no SRC), mixed SRC-predominariSBfe>
PCC-NOS, SRC >50%) or mixed PQ@S-predominant type (PCC-NOS >SREY. A distinct
mutation pattern and significant differeneesoverall survival were reported fGpure” SRC type
and “pure” PC not otherwise specified type, with better outcome for the former category. These
findings support our propos#d distinguish different subcategories P€ gastric carcinoma. Such
classification would allow the generation of evidence on biological and prognostic diffecdnces
these tumours according the proportion of signet ring cells.
In the Japanese pathological classificatiéfy the poorly differentiated non-solid type (por2)
category that substantially correspotdgshe WHO categorpf PC non-SRC typeis considered
separately from the SRC typ&aple 2). Also, in recent papers, Japanese autfrsonfirm that
histopathological features of signet ring cell types differ from tlobg®orly differentiated (por2)
tumours and highlight the neg&aldifferentiate thenin clinical studies.

It is important that pathologists attemjat subclassify gastric cancen biopsies (when
adequate biopsies are available) and not use the‘sdemocarcinoma NOS’, since most patients
will receive preoperative treatment which may change tumour morphology. Future clinical and
translational research should include the creation of specific pathologic regression systems for
tumours withPCSRC, but also a mori@-depth analysis of rolef stroma reaction and genomic

characteristics of these subtypes of gastric cancer.
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Figures Legend

Panel Figure T Mimickers of signet ring cell carcinonia gastric mucosa

A_— Vacuolization of the foveolar epithelium;-B Hyperplastic polyp with globoid change;-C
Glassy cell change; B prominent mucous neck cells;—E Ischemic/ autolytic change with loss of
epithelial cells and signet cell changea hyperplastic polyp; E Neuroendocrine tumor; G Low
grade dysplasia and dystrophic intestinal metagl&bi- Xanthoma (H&E, original magnifications

200-400X).

Figure 2 Carcinoma-like signet ring celi®@ MALT lymphoma: multiple single and clusters of
SRCs characterizeay abundant pale cytoplasm and a small peripheral nucleus, intermingled with

diffuseinfiltrate of marginal-zone B cells.

Panel Figure 2 Poorly cohoesive gastric carcinoma, examples of morphology

A — Signet ring cell carcinoma (SRCC) (>908fsignet ring cells): classical signet ring cells are
seenat the superficial layer of gastric mucosa ~ECombined PCC-NOS and SRCC (PCC-NOS/
SRC) (<90% but >10% of signet ring cells): this case has two components, thecisliart is
composed of classical signet ring cells and the deepeispasmposeddy poorly cohesive, non-
signet ring cells; C-_ Combined PCONOS and SRCC (PCC-NOS/ SRC) (<90% but >10% of
Signet Ring cells)in this case, the two cell types (signet ring and poorly cohesive cells) are
intermingled; D— Poorly cohesive carcinoma NOS (PCC-NOS) (<10% of signet ring cells): the
poorly cohesive, non-signet ring cells, are invading the muscle layer (H&E, original magnifications

200-400x).
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Table 2 - Comparison of different classifications of gastric cancer (Laur n, Nakamura, WHO and Japanese classifications)

Laurén Nakamura WHO Japanese classification
(1965) (1968) (2010) (2017)
Intestinal Differentiated Common type: Papillary Common type: Papillary: pap
Tubular Tubular 1 (well-differentiated): tub1
Tubular 2 (moderately-differentiated):
tub2
Intestinal/diff | Differentiated/ Common type: Mucinous Common type: Mucinous
use Undifferentiated
Diffuse Undifferentiated Common type: Poorly cohesive, SRC phenotype Common type: SRC carcinoma: sig
Poorly cohesive, other cell types Poorly 2 (non-solid type): por2
Mixed Undifferentiated Common type: Mixed Description according to the proportion
(e.g. por2>sig>tub2)
Indeterminate | Undifferentiated Common type: Common type: Poorly 1 (solid type): porl

Special type:

Poorly differentiated tubular (solid)
carcinoma

Undifferentiated carcinoma

Special type:

Undifferentiated carcinoma
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Mini-abstract (less than 30 words)

MINIABSTRACT
This Consensus clarifies some debated topics on pathological classifications used for Poorly
Cohesive and Signet Ring Cell Gastric Canéey.such,it would allow the generation of strong

evidences on biological and prognostic differences of B€ssubtypes.
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