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Thoracic Tumours

Table 1. Main Chapters in the Fifth Edition (2021) WHO

Classification of Thoracic Tumors

1. Tumors of the lung

2. Tumors of the pleura and pericardium

3. Tumors of the heart ,
4. Mesenchymal tumors of the thorax ’?&
5. Tumors of the thymus
6
I

. Germ cell tumors of the mediastinum -ﬁ- ’
. Hematolymphoid tumors of the mediastinum ﬁ- ,

. Ectopic tumors of the thyroid and parathyroid ongin -ﬁ‘
. Metastases W&
0. Genetic tumor syndromes involving the thorax %

Tsao MS et al. J Thorac Oncology. 2022;17:337-340.



Nuevas secciones

Diagnostic molecular pathology
Detection of driver alterations is not necessary for diagnosis.

Essential and desirable diagnostic criteria

Essential:

Circumscribed peribronchiolar lung nodule of papillary and/or
flat glandular epithelium A bilayered cellular proliferation of
luminal epithelial cells and subjacent basal cells Luminal cells
consisting of mainly mucous cells and ciliated cells in proximal-
type areas, but mainly type Il pneumocytes and club cells in
distal-type areas Lack of nuclear atypia and inconspicuous or
absent mitoses

Desirable:

p40 and CK5/6 expression in basal layer TTF1-positive luminal
cells with more-diffuse staining in distal-type areas and either
focal or negative staining in proximal-type areas positive BRAF
immunohistochemistry or BRAF mutation may be confirmatory
in the appropriate morphological context




Novedades en tumores pulmonares

Seccion Unicamente dedicada a la clasificacion de la biopsia diagnostica pequeia.

Recomendaciones en el uso de porcentajes de los patrones histologicos para
determinar el grado de diferenciacion de los adenocarcinomas invasivos no
MuCinosos.

Reconocimiento de STAS (diseminacion a través de espacios aéreos) como
caracteristica histologica de significado prondstico.

Reconocimiento del carcinoma linfoepitelial como carcinoma de células escamosas.

Adenoma bronquiolar/ tumor papilar muconodular ciliado, nueva entidad dentro
del subgrupo de adenomas.

Tumor indiferenciado toracico deficiente en SMARCAA4.

Carcinoma hialinizante de células claras, mioepiteliomay carcinoma mioepitelial,
nuevos subtipos de tumores tipo de glandula salival.

Actualizacion en clasificacion de neoplasias neuroendocrinas pulmonares.



Biopsia pequena

Table 2. Guidelines for Good Practice of Small Biopsies and Cytologic Preparations

1. For small biopsies and cytology, NSCC should be further classified into a more specific type, such as ADC or SQCC, whenever possible.

2. The term “non-small cell lung carcinoma-MO5 (N5CLC-NOS)™ should be used as little as possible, and only when a more specific
diagnosis is not possible.

3. When a diagnosis is made in a small biopsy or cytology specimen in conjunction with special studies, it should be clarified whether the
diagnosis was established on the basis of light microscopy alone or if special stains were required.

4. The term “non-squamous cell carcinoma (non-5QCC)" should not be used by pathologists in diagnostic reports. This categorization is
used by clinicians to define groups of patients whose tumors comprise several histological types and who can be treated in a similar
manner; in small biopsies/cytology, pathologists should classify NSCLC as ADC, SQCC, NSCLC-NOS, or other terms.

5. The above-mentioned classification of ADC versus other histologies and the terminology in Table 3 and 4 should be used in routine
diagnosis, future research, and clinical trials, to ensure a uniform classification of disease cohorts in relation to tumor subtypes,
stratified according to diagnoses made by light microscopy alone versus diagnoses requiring special stains.

6. When paired cytology and biopsy specimens exist, they should be reviewed together to achieve the most specific and concordant
diagnosis.

7. The terms AIS and minimally invasive ADC should not be used for diagnosis of small biopsies or cytology specimens. If a noninvasive
pattern is present in a small biopsy, it should be referred to as a lepidic growth pattern. Similarly, if a cytology specimen has the
attributes of AlS, then the tumor should be diagnosed as an ADC, possibly with a comment that this may represent, at least in part, AlS.

8. The term large cell carcinoma should not be used for diagnosis in small biopsy or cytology specimens and should be restricted to
resection specimens where the tumor is thoroughly sampled to exclude a differentiated component.

9. In biopsies of tumors that reveal sarcomatoid features (marked nuclear pleomorphism, malignant giant cells, or spindle cell
morphology), these should be initially classified as mentioned previously in relation to ADC; N5CC, favor ADC; 5QCC; or NSCC favor
SQCC, as this is apt to influence management, with additional statement that giant and/or spindle cell features (depending on what
feature) are present. If such features are not present, the term W5CC-NOS should be used, again with comment on the sarcomatoid
features.

10. Neurpendocrine immunohistochemical markers should be performed only in cases where there is suspected neuroendocrine
morphology.

Reprinted from WHO Classification of Tumours, Thoracic Tumours, 5th Edition. Travis WD, Al Dayel FH, Bubendorf L, Chung JH, Rekhtman M and Scasliotti G.

Tumours of the lung. Page 29, IARC, 2021.

ADC, adenocarcinoma; AlS, adenocarcinoma in situ; IARC, International Agency for Research on Cancer; NOS, not otherwise specified; NSCC, nonsmall cell

carcinoma; S0QCC, squamous cell carcinoma

Nicholson AG et al. J Thorac Oncology. 2022;17:362-387.



Table 3. Terminology in Small Biopsy and Cytology Versus Resection Specimens for Adenocarcinoma and Squamous Cell
Carcinoma

Morphology fStains

Terminology for Small Biopsics and
Cytology Spocimens

Terminology for Resection
Spocimens

Morphologic sopeamoass cell patterms
clearly present

Souamous cell cancinpma

morphologic adenocarcinoma patterns clearly presant

Morphologic squamous cell pattermns not
present, but supported by stains (i.e.,
pA0-+)

Morphologic adenocarcinoma patternns
not present, but supported by special
stains (i.e., TTF1+)

Ho clear adenocarcinima, SOUarmows, o
newroendocrine morphology or
staining pattermn

Adenocarcinoma (s the pattenms in the
iliagmeisis)

Adenocarcinoma with lepidic pattern (if
pure, list the differential diagnosis on
the right and add a comment that an
invasive compaonent cannot be
excluded)
the patberns; use the term *mucinous
adenocarcinorma with lepidic pattern™
il pure lepidic patbern and menilion
thee differential diaggnosis listed on the
right})

Adenocarcinoma with colloid featurnes

Adenoscarcinoma with fetal features

Adenocancinoma with enteric feabures™

Honsmall cell carcinoma, farwor
squamous cell carcinoma™

Honsmall cell carcinoma, farsor
adenocarcinoma”

Monsmall cell carcinoma MoSs™ -

Sepeamoes Cell carcinoma

AclenDCancinaima
Precaaminant patterm:
Leidi
Acinar
Papillary
Solid

Micropapilla

lﬁniﬂlynu'asirf'eadermmtlm
adentcarcinoma in situ, or an
invasive adensCarcinoema with a
lepidic component

Invasive MBCINoUSs. adenoCancinoema

Minimally invasihee sdensCancinoama o
Adenncarcinoma in Sifu, moscinoues
type

Colboikd adenmscancinoma

Fetal adenocarcinoma

Enteric adenascancinama

Soquaimenaes celll carcinoma
{nonkeratinizing pattern may be a
component of the tumor)®

Adenocarcinoma (solid patberm may be
just ome component of the tumor)®

Large cell cancinoma

Nicholson AG et al. J Thorac Oncology. 2022;17:362-387.




Table 4. Terminology for Small Biopsies and Cytology Versus Resection Specimens for Small Cell Carcinoma, Large Cell

Neuroendocrine Carcinoma, Adenosquamous Carcinoma, and Pleomorphic Carcinoma

Terminology for Small Biopsies and Cytology Specimens

Terminology for Resection Specimens

small cell carcinoma

Monsmall cell carcinoma with neuroendocrine morphology and positive
neurcendocrine markers, possible large cell neuroendocrine carcinoma

Morphologic squamous cell and adenocarcinoma pattemns both present:
nonsmall cell carcinoma-NOS

Comment that adenocarcinoma and squamous components are present,
and that this could represent adenosquamous carcinoma

Morphologic squamous cell or adenocarcinoma patterns not present, but
immunohistochemical stains favor separate squamous and
adenocarcinoma components: nonsmall cell carcinoma-NOS

Specify the results of the immunohistochemical stains and the
interpretation, and comment that this could represent adenosquamous
carcinoma, but that diagnosis requires a resection specimen

Monsmall cell carcinoma with spindle cell and/or giant cell carcinoma

Mention if adenocarcinoma or squamous carcinoma is present. Comment
that this could represent a pleomorphic carcinoma; however, that
diagnosis requires a resection specimen.

Small cell carcinoma
Large cell neuroendocrine carcinoma

Adenosguamous carcinoma (if both components =10%)

Adenocarcinoma, squamous cell carcinoma, adenosquamous
carcinoma, or large cell carcinoma with unclear
immunochistochemical features

Pleomorphic, spindle cell, and/or giant cell carcinoma

Nicholson AG et al. J Thorac Oncology. 2022;17:362-387.



Adenocarcinoma invasivo ho mucinoso

N
Grado 1 - Bien diferenciado
e Patron lepidico predominante con < 20% de patron de alto grado
J
I

Grado 2 — Moderadamente diferenciado

e Predominio de patrén acinar o papilar con < 20% de patrén de alto
- grado

J
~

ot Grado 3 — Pobremente diferenciado

e Cualquier tumor con > 20% de patron de alto grado (sodlido,
2% micropapilar, cribiforme o patrén glandular complejo).

J
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Grupos tumorales en
el borde tumoral

Neumocitos o células
bronquiales con
caracteristicas
citologicas benignas
y/o cilios

Fragmentos de pared
alveolar

Figure 5. Tumor STAS. (A) This adenocarcinoma has tumor cells in airspaces beyond the edge of the main tumor, a feature
associated with poor prognosis. (B) At high power, the atypical morphology distinguishes the cells from alveolar macrophages.
STAS, spread through air spaces.

Nicholson AG et al. J Thorac Oncology. 2022;17:362-387.



Carcinoma linfoepitelial

* En la 4° edicion estaba en grupo “otros y carcinomas inclasificables”
* Tipo de carcinoma de células escamosas

Essential and desirable diagnostic criteria

Essential
Non-keratinizing SCC with syncytial-appearing tumour cells, vesicular nuclei, and distinct nucleoli
Lymphoplasmacytic infiltrate between and within tumour islands
Exclusion of metastatic nasopharyngeal carcinoma clinically

Desirable:
EBER in situ hybridization positive in EBV-associated tumours, but negafive in EBV-independent tumours




Adenoma bronquiolar

(tumor papilar muconodular ciliado)

Localizacion:
Periférico,
peribronquiolar

Clinica:
Hallazgo incidental.

Subtipos histoldgicos:
-Tipo proximal o
CMPT clasico

- Tipo distal o CMPT
no clasico

Patogénesis:

Mutaciones en BRAF
(mas frec.), EGFR,
KRAS, HRAS y ALK.

Diagndstico
diferencial:
-ADC in situ
-Papilomas
-Metaplasia
peribronquiolar




Adenoma bronquiolar tipo proximal

Células luminales:

-Arquitectura papilar o plana
-Mucosecretoras y ciliadas

-Expresion de TTF-1 focal o son
negativas

Chang JC et al. Am J Surg Pathol. 2018 Auqg; 42(8): 1010-1026



https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186

Adenoma bronquiolar tipo distal

Células luminales:

-Arquitectura plana

-Cuboidales tipo neumocitos
tipo Il y células Clara

-Expresion difusa de TTF-1

Chang JC et al. Am J Surg Pathol. 2018 Auqg; 42(8): 1010-1026



https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=29846186

Tumor indiferenciado toracico SMARCA4 deficiente

Localizacion:
Mediastino, hilio
pulmonar, pulmoén
y/o pleura con/sin
invasion de pared
toracica

Patogenesis:
Inactivacién bialélica
de SMARCA-4y
también de TP53

Clinica;
Metastasico al
diagnostico

Epidemiologia:
-Predominio en
hombres
-Media 48 afios
-Fumadores

Diagnostico
diferencial:

-Linfoma
-Carcinoma NUT
-Tumores germinales
-Ca. Neuroendocrino
de cel. Grandes
-Melanoma
-Sarcomas




Tumor indiferenciado toracico SMARCA4 deficiente

"\‘;: "' "‘.! R "'.'wm | Perfil IHQ:
e S - e %
ST Seftele : o -Perdida completa de expresion de SMARCA-4
= (BRG1).
‘. i~ -Expresion de CD34, SOX-2, SALL-4y sinaptofisina.
o R o ' 200 -Expresion focal o ausencia de expresion de CK,
. ' ' claudina-4, TTF-1, p63, p40 o WT1
o 1% ; ' -Expresion de INI1 conservada
b SR YN -Sobreexpresion de p53

Essential and desirable diagnostic criteria
Essential:
Tumour in adults, with significant thoracic involvement
Diffuse sheets of variably discohesive, round to epithelioid, relatively monotonous cells with vesicular nuclei and prominent nucleoli
Mo clear evidence of epithelial differentiation (except juxtaposed carcinoma in combined cases)
SMARCA4 (BRG1) deficiency by immunohistochemistry

Desirable:
SMARCAZ (BRM) deficiency by immunohistochemistry
Expression of CD34, S0OX2, and/or SALL4
Absent or focal claudin-4 expression



Carcinoma hialinizante de células claras

Localizacion:
Endobronquial

Epidemiologia:
-Leve predominio en
mujeres.

-Rango de edad 30-
66 anos

Perfil IHQ:
+: CK7, CK34bE12,
CK5/6, p63 y p40

+/-: EMA, CAM 5.2,
CK19 y CK14

- . TTF-1, napsina A,
CK20, S100, SMA,
sinaptofisina y
cromogranina

Clinica:

Sintomas
obstructivos, tos y
disnea

Molecular:
Fusion de EWSR1 —
ATF1




Neoplasias neuroendocrinas pulmonares

Major clinicopathological features of lung newrcendocrine tumours

Typical carcinoid Atypical carcinoid LCHNEC SCLC

Average age Sicth decade Sicth decade Seventh decade Seventh decade
Sex predominance Femalz Femals Wsalz Wsalz
Diagnostic criteria

Mitoses per 2 mm?® =2 =10 * 10 {median: 70} * 10 {median: 80}

MNecrosis Nao Focal, if any e e

Neurgendocrine morphology Yz “es Yfes Yfes

Ki-67 proliferation index Up to &% Up to 30% 30100 30100

TTF1 expression Mosthy positive in paripl'tf:{l;hrrr:athr negative in central Mosthy positive in paripl'tf:{lé:;athr negative in central Positive (T0%) Positive (85%)

pdl expression MNegative Megative MNegative Megative

Combined with N5CC component Mo MNa Up to 25% of resected LCNEC Up to 25% of resscted SCLC

LCNEC, large cell newroendocrine carcinoma; NSCC, non-small :\%II carcinoma; SCLC, small cell lung carcinoma. } \ } \

| | |
Bajo grado Grado intermedio Alto grado

NET grado 1 NET grado 2 NEC grado 3



Carcinoide NOS

Se debe usar cuando no es posible distinguir carcinoide
tipico de carcinoide atipico.

1. Biopsia pequena o citologia
2. Carcinoides metastasicos

3. Seccion no representativa del tumor resecado (casos
consulta)

Se debe especificar indice mitotico, presencia 0 no de
necrosis y si es posible el indice de Ki67.



Novedades en tumores pleurales

. Tumores pleurales y pericardicos en el mismo capitulo.

Mesotelioma papilar bien diferenciado pasa a llamarse Tumor
mesotelial papilar bien diferenciado.

Mesotelioma malighe localizado y difuso.
Mesotelioma in situ.

. Incorporacion de patron arquitectural y caracteristicas
citologicas y estromales.

. Incorporacion del grado nuclear en el mesotelioma epiteloide
difuso.

Mesotelioma bifasico se puede diagnosticar en biopsia pequefia.




Tumor

mesotelial papilar bien diferenciado

Clinica:
-Disnea

-Derrame pleural
unilateral recurrente

Macroscopia:
-Masa arborescente

-Mdltiples nodulos <10
mm.

IHQ y molecular:

-No hay pérdida de
expresion BAP1

-No delecion
homocigota de
CDKN2A.

Diagnéstico diferencial:

-Hiperplasia mesotelial
con pleuritis reactiva

-Mesotelioma
epiteloide difuso con
patron papilar de bajo
grado




Mesotelioma In situ

Clinica:

-Derrame pleural
recurrente
-Antecedente de
exposicion a asbesto,
irradiacion o
predisposicion
familiar.

Ausencia de masas
en pruebas de imagen
y toracoscopia.

Diagndstico
multidisciplinar
clinico, radiologico y
anatomopatologico

IHQ y molecular:

-Pérdida de expresion
de BAP1 y/o MTAP.

-Delecion homocigota
de CDKNZ2A por
FISH.

Diagnaostico
Diferencial:

-Proliferacion
mesotelial reactiva

-T. Mesotelial papilar
bien diferenciado




Mesotelioma difuso
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Epiteloide




Table 3. 2021 World Health Organization Classification of Diffuse Pleural Mesothelioma

Type Description Features/ Patterns Favorable Unfavorable Reporting
Epithetiodd mesothelioma Composed of round , epithelioid cells, Architectural patterns: Architectural patterns: Architectural patterns: Grade (high or Low),
usually with cohestve architecture,  Tubulopapillary Tubaskspapdl Lary Solid (=50%) anchitectural pattems
bart single cells within a fibnouws Trabecular Trabecular Micrpapillary present (and in
stroma may also be seen Adenamatoid Adenaomatoid definitive ressction
Solid Cytologic features: specimens, such as EPD
M oropapil ey Cytolegic featunes: Rhabdodd and EPP, percentages of
Lyrrrphendhi st o ytodd Pleomorphic each pattern; for all

Sarocomatoid
mesothalioma,
including desmoplastic
pattern

Biphasic mesothelioma

Composed of elongated/spindle cells
(=2 times longer than wide)
armanged in solid sheets or withina
fibmous stroma

Composed of bath epithelioid and
sarcomatodd oomponents | in
definitive resaction specmens,
namely EPD and EPP, =10% of each
component 15 required for
diagnosis); for smaller samples,
including biopsy and cytology
specimens, the diagnosis of
biphasic mesothelioma can be
rendersd regandless of
percentages of each component
present

Cytologc features:
Feha bsdoid

D dchuod of*

Small c=ll®

Clear cell”

Signet ring*

Ly pheadvist ocyrtodd
Pleomonphic

Stromal features:
Myoid

Cytologic features:
Loyermi ey H oyt
Transitomnal
Pleomonphic

Stromal features:

[Desmaoplastic

‘With heterologous
differentiation

Lovw nuclear grade”

Stromal features:

Myxoid (if predominant,
i.e., when =50% of
twmor with <5S0E solid
pattem contains my=odid
strmal)

Cytolegic features:
Lyrriprhendhid st eyt odid

High nudear grade™

Meorosis (included in
grading)

Cytologic features:
Transitional

other specimens,
indicate “with ...
pattems S features™)

Percentage of
sarcomatiodkd Coam ponant
sheould be reported
regardless of specmen
Lype

TThe=e cylobogic fealures camry no prognostic significancos but are important o recogmze o avoid misdisgnosis with other entities in the differential disgnosis.

B Table 4 for nuclesr grading.

EPD, extended pleurectamy fdecortication; BPP, extrapleursl pneumonscbomy.

Re prin b writh permission from WHOD Classi fia tion: off Ermowrs, 5th Edition; wolume 5, Tumows of the pleura and pericardium, page D08, Copyright (D021).

Sauter JL et al. J Thorac Oncology. 2022;17:608-622



Type

Description

Features/Patterns

Favorable

Unfavorable

Reporting

Epithelioid mesothelioma

Composed of round, epithelioid cells,
usually with cohesive architecture,
but single cells within a fibrous

stroma may also be seen

Architectural patterns:

Tubulopapillary
Trabecular

Adenomatoid
Solid
Micropapillary

Cytologic features:

Deciduoid
Small cell®
Clear cell®
Signet ring”
Lymphohistiocytoid
Pleomorphic

Stromal features:
Myxoid

Architectural patterns:
Tubulopapillary
Trabecular
Adenomatoid

Cytologic features:
Lymphohistiocytoid
Low nuclear grade”

Stromal features:
Myxoid (if predominant,
i.e., when =50% of

tumeor with < 50% solid

pattern contains myxoid

stroma)

Architectural patterns:
Solid (=50%)
Micropapillary

Cytologic features:
Rhabdoid
Pleomarphic

High nuclear grade”

Mecrosis (included in
grading)

Grade (high or low),

architectural patterns
present (and in
definitive resection
specimens, such as EPD
and EPP, percentages of
each pattern; for all
other specimens,
indicate “with ...
patterns/features”)




Sarcomatoid
mesothelioma,
including desmoplastic
pattern

Biphasic mesothelioma

Composed of elongated/spindle cells
(=2 times longer than wide)
arranged in solid sheets or within a
fibrous stroma

Composed of both epitheliold and
sarcomatoid components (in
definitive resection specimers,
namely EPD and EPP, =10% of each
component is required for
diagnosis); for smaller samples,
including biopsy and cytology
specimens, the diagnosis of
biphasic mesothelioma can be
rendered regardless of
percentages of each component
present

Cytologic features: Cytologic features:

Lymphohistiocytoid 4mmmm  Lymphohistiocytoid
Transitional

Pleomorphic <

Stromal features:

Desmoplastic

With heterologous
differentiation

Cytologic features:
Transitional

Percentage of
sarcomatoid component
should be reported
regardless of specimen

type
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Figure 3. Poor prognostic histologic features in epithelioid diffuse pleural mesothelioma include (A) solid architectural
pattern, (B) pleomorphic cytologic features, and (C) micropapillary architectural pattern. Pleural mesotheliomas with (D)
transitional cytologic features are now classified as sarcomatoid mesothelioma because transitional cytologic features are
associated with worse prognosis than epithelioid and biphasic mesothelioma. Pleural mesotheliomas with (E) lymphohis-
tiocytoid cytologic features can be classified as epithelioid or sarcomatoid mesothelioma, and the presence of lymphohis-
tiocytoid cytologic features is associated with better prognosis when seen in an otherwise sarcomatoid mesothelioma. The
presence of (F) abundant myxoid stroma in more than or equal to 50% of an epithelioid mesothelioma with less than 50% solid
pattern is associated with better prognosis.

s

Sauter JL et al. J Thorac Oncology. 2022;17:608-622



Mesotelioma pleural difuso epiteloide — grado

nuclear

Atipia nuclear

¢+ 1-leve

» 2—-moderada

* 3-severa

.

* Presente
« Ausente

indice mitético

* 2 -intermedio (2-4
mitosis/2mm?)

.

* 1- bajo (< 1 mitosis/ 2mm?)

« 3 -alto (= 5 mitosis/2mm?)

J

Grado
nuclear

* 20 3 = grado nuclear |
* 4 05 =grado nuclear |l

* 6 = grado nuclear Il

.

Grado nuclear | y Il
sin necrosis

Grado nuclear Il
con O Sin necrosis

Grado nuclear Il
CONn necrosis



Figure 4. The 2021 WHO two-tiered nuclear grading incorporates nuclear atypia. Examples of diffuse pleural mesothelioma
with nuclear atypia scores of (A) mild, 1; (B) moderate, 2; and (C) severe, 3, are found.

Sauter JL et al. J Thorac Oncology. 2022;17:608-622.



Table 5. Examples of Pathology Reporting a Diffuse Pleural Mesothelioma in Biopsy and Resection Specimens (i.e., Extended

Pleurectomy/Extrapleural Pneumonectomy)

Specimens

Small specimens (i.e. biopsy and cytology specimens):

Tumor site, specimen type:
Histologic type (epithelioid, biphasic,” or sarcomatoid; if desmoplastic features are present, include “with desmoplastic features”)
High/low grade (use only for epithelioid)
List all architectural patterns (do not give a percentage) and any cytologic or stromal features present (do not give a percentage)

Example of a pathology report for a biopsy specimen:
Pleura (biopsy): epithelioid mesothelioma, high grade. Solid pattem and with rhabdoid cytologic features

Resection specimens (i.e., extended pleurectomy/extrapleural pneumonectomy):
Tumor site, specimen type:
Histologic type (epithelioid, biphasic,” or sarcomatoid/desmoplastic)
High/low grade (use only for epithelioid)
List all architectural patterns present (give a predominant pattern and percentages for each pattern listed) and any cytologic and/or
stromal features present
Staging”

Example of a pathology report for a resection specimen:

Extended pleurectomy: Epithelioid mesothelioma, high grade. Predominantly tubulopapillary pattern (80%), also with micropapillary
pattern (20%) and pleomorphic features (20%).

AJCC" stage (eighth edition): pT1pNO

Adapted with permission from Nicholson et al.*’

Copyright 2020, with permission from Elsevier.

“When a diagnosis of biphasic mesothelioma is made, a comment should be included to indicate the percentage of sarcomatoid component present.
"Using the THM staging system.

AJCC, American Joint Committee on Cancer.



Mesotelioma vs. Proliferacion mesotelial reactiva

MESOTELIOMA
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