R Programa Team Up
de S3o Paulo =
da Oncologia BP

g—

Parceria: ASt ra Zeneca§



Programa Team Up A Benefienc
da onCOIOgia BP de 530 Paulo

Classificacao TNM do
Cancer de Pulmao Nao Pequenas Células

William N. William Jr.

Diretor Médico, Oncologia e Hematologia

BP — A Beneficéncia Portuguesa de Sao Paulo

A
= AstraZeneca 2



Programa Team Up A Benefienc
da onCOIOgia BP de 530 Paulo

Declaracao de Conflitos de Interesse

Recebi honorarios para palestras, consultoria e/ou pesquisa das seguintes empresas:
* Astra Zeneca

* Genentech / Roche

* Astellas

* Boehringer Ingelheim
* Merck

* Eli Lilly

* BMS

* MSD
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Objetivos

1. Discutir os principios da classificacao TNM

2. Descrever as mudancas incorporadas na 82 edicao do AJCC Cancer
Staging Manual
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Pauta

Principios do estadiamento
Descritor T
Descritor N
Descritor M

1.
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3.
4.
5.

Agrupamento por estadio
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Sistema de Estadiamento bp

* Sistema de estadiamento foi desenvolvido e € mantido pela American Joint
Committee on Cancer (AJCC) e Union for International Cancer Control (UICC)

* Revisoes periodicas ocorrem a cada 5 a 7 anos — mais frequentes no futuro
* 82 edicao entrou em vigor em 01 de Janeiro de 2018

* Em cancer de pulmao, a International Association for the Study of Lung
Cancer (IASLC) tem papel fundamental nas revisdes

* Evolucao para incorporacao de caracteristicas moleculares a anatomia
(ainda nao aplicada a cancer de pulmao)

* O termo estadio deve ser utilizado para descrever a categoria a qual o
paciente pertence apds o agrupamento com base nos descritores TNM

Parceria: ASt ra Zeneca%
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* Banco de dados IASLC para 82 edicao

20000

Tumour Number of
Evaluable Patients
Lung cancer” 77,156 15000
Malignant pleural
ghamt peu 2,460
mesothelioma
10000
Thymic malignancies™* 8,145
Oesophageal cancer*** 22,654 5000 —
* Registered by the International Association for the Study of Lung T
Cancer (IASLC) and analysed by Cancer Research And Biostatistics
(CRAB). 0 IRem—

Australia N and S America Europe Asia

** Registered by the International Thymic Malignancies Interest Group -
age WImUBN @AWV

and the IASLC, and analysed by CRAB.
*** Registered by the World Wide Esophageal Cancer Collaboration
and analysed at the Cleveland Clinic, Cleveland, OH, USA.

Rami-Porta et al. J Thorac Oncol, 2014 rarceria: - AGtraZenec
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Classificagao TNM

T tumor primario C  dinico I© recidiva
N acometimento linfonodal p patologico
M metastases a distancia y pos tratamento

a autopsia
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Agrupamento por Estadios bp =

* Denotados em algarismos romanos;

* Praticidade;

* Numero relativamente balanceado de pacientes em cada categoria;
* Boa separacao das curvas de sobrevida.

Apesar de o estadiamento auxiliar na determinacao do prognodstico e
harmonizacao de publicacoes, as estratégias diagnosticas e de tratamento devem
obedecer a selecao de pacientes dos estudos originais e nao a revisdoes do TNM
que ocorrerem a posteriori

ia: AstraZeneca42
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Descritor T — Principais Mudancas

* Definicao de carcinoma in situ e minimamente invasivo;

* Valorizacao do tamanho do tumor;

* Acometimento de bronquio principal classificado como T2;

* Atelectasia parcial ou total ou pneumonite classificadas como T2;
* Atencao para classificacao da invasao pleural;

 Reclassificacao da invasao de diafragma como T4.

ia: AstraZeneca42
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T Primary Tumor

TX Primary tumor cannot be assessed, or tumor proven by the presence of malignant cells in sputum or bronchial washings but not
visualized by imaging or bronchoscopy

TO No evidence of primary tumor

Tis Carcinoma in situ

Squamous cell carcinoma in situ (SCIS)
Adenocarcinoma in situ (AlS): adenocarcinoma with pure lepidic pattern, <3 cm in greatest dimension

T Tumor <3 cm in greatest dimension, surrounded by lung or visceral pleura, without bronchoscopic evidence of invasion more
proximal than the lobar bronchus (i.e., not in the main bronchus)

T1mi Minimally invasive adenocarcinoma: adenocarcinoma (<3 cm in greatest dimension) with a predominantly lepidic pattern and <5 mm
invasion in greatest dimension

T1a Tumor 1 cm in greatest dimension. A superficial, spreading tumor of any size whose invasive, component is limited to the bronchial
wall and may extend proximal to the main bronchus also is classified as T1a, but these tumors are uncommon.

T1b  Tumor >1 cm but €2 cm in greatest dimension
T1c  Tumor >2 cm but <3 cm in greatest dimension

T2 Tumor >3 cm but <5 cm or having any of the following features: (1) Involves the main bronchus, regardless of distance to the
carina, but without involvement of the carina; (2) Invades visceral pleura (PL1 or PL2); (3) Associated with atelectasis or obstructive
pneumonitis that extends to the hilar region, involving part or all of the lung

T2a Tumor >3 cm but €4 cm in greatest dimension
T2b  Tumor >4 cm but <5 cm in greatest dimension

T3 Tumor >5 cm but €7 cm in greatest dimension or directly invading any of the following: parietal pleura (PL3), chest wall (including
superior sulcus tumors), phrenic nerve, parietal pericardium; or separate tumor nodule(s) in the same lobe as the primary

T4 Tumor >7 cm or tumor of any size invading one or more of the following: diaphragm, mediastinum, heart, great vessels, trachea,
recurrent laryngeal nerve, esophagus, vertebral body, carina; separate tumor nodule(s) in a ipsilateral lobe different from that of the
primary

Parceria: AstraZeneca<32
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A NO N1
— <2 0cm 1.
——— 20-50cm
—— 50-70cm
g 0.8 gt 0.8
® 06 0.61
g o :
f§ 0.4 0.4
e
. 02 0.21
B P-value < .0001 - P-value < .0001
0 1 2 3 4 B 6 0 1 2 3 4 . 6

Probability of Survival

N P-value < .0001

0 1 2 3 & 5 6 0 1 2 3 4 5 6

Zhang, William et al. J Thorac Oncol, 2015
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sk Descritor T—Tamanho do Tumor

by Size Only
A pT1-2 NO MO RO NSCLC

5-Year
] Deaths /N Estimate
40% pTi1a: 0.1-1cm 139/ 1401 91%
pT1a:1.1-2cm 803 /5578 86%
{pT1b: 2.1-3cm 843 (4330 81%

20% 4 722 4 15cm 338/1058 66
{pT2b:5.1-6cm 135/408 63%
o, |PT2b:6.1-7cm  63/176 58%
0/" |l 1 1 T T 1
0 1 2 3 4 5 6
Years After Surgery
by Size Only
B ¢T1-2 NO MO NSCLC
100% =
80%
60% —

Rami-Porta et al. J Thorac Oncol, 2015

JeT1a:0.1-1 cm

c¢T1a:1.1-2cm
cT1b: 2.1-3cm

( " S W n
¢T2b:5.16 cm
cT2b:6.1-7 cm

1 Deaths / N

Estimate

69 /790 92%
52513152 83%
57312463 76%

88 /222 56%
51/108 46%

T

0 1

T T

2 3
Years After Diagnosis
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da Oncologta BP Descritor T — Invasao Pleural

Programa Team Up

—— pleura parietal

—— espaco pleural

—— camada elastica (pleura visceral)

Pleura visceral (T2)

Pleura parietal (T3)

Rami-Porta et al. J Thorac Oncol, 2015

Parceria AStraZeneca



Programa Team Up

da Oncologia BP Descritor T _ M l’j Iti pIOS Nold u IOS w :}B“}gu

A All c-Stage Cases, ctNO cMO* B All c-Stage Cases, N-any cM0*

100% 100% -
80% - 80% -
% Resected -
60% - ——94.6% 60% - % Resected
o ' - 86.6%
40% 756 /0 40% -
- 5-Year § 0
0 Deaths /N  Estimate 45.9% " Deaths /N Estimate 1543 /o
20% 1 2.cT3 Same Lobe Nodule ~ 34/110  59% J/0 20% 1 2.cT3 Same Lobe Nodule ~ 68/172  47% 27 5%
1b.CT4 Same Side Nodule 31/78 42% 1b.CT4 Same Side Nodule 84 /159 27% '
c.M1A Other Side Nodule 28 /61 20% c.M1A Other Side Nodule 98/174 20%
0% T T T T T | 0% T T T T T |
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years After Diagnosis Years After Diagnosis

Detterbeck et al. J Thorac Oncol, 2016 SN AstraZenecaA?
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NX
NO
N1

N2

N3

Descritor N — 82 Edicao bp =

Regional Lymph Nodes
Regional lymph nodes cannot be assessed
No regional lymph node metastasis

Metastasis in ipsilateral peribronchial and/or ipsilateral
hilar lymph nodes and intrapulmonary nodes, including
iInvolvement by dirict extension

Metastasis in ipsilateral mediastinal and/or subcarinal
lymph node(s)

Metastasis in contralateral mediastinal, contralateral hilar,
ipsilateral or contralateral scalene, or supraclavicular lymph
node(s)

ia: AstraZeneca42
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da Oncologla BP escritor N — Mapa Linfonodal

Supraclavicular zone

1 Low cervical, supraclavicular,
and sternal notch nodes

Programa Team Up

SUPERIOR MEDIASTINAL NODES

Upper zone
. 2R Upper Paratracheal (right)

. 2L Upper Paratracheal (left)
.3a Prevascular

. 3p Retrotracheal

. 4R Lower Paratracheal (right)

[ 4L Lower Paratracheal (left)

AORTIC NODES

. 5 Subaortic

. 6 Para-aortic (ascending aorta or phrenic)

AP zone

INFERIOR MEDIASTINAL NODES

Subcarinal zone

7 Subcarinal

Lower zone
. 8 Paraesophageal (below carina)

. 9 Pulmonary ligament

N1 NODES

Hilar/Interlobar zone '
10 Hilar

. 11 Interlobar
ﬁ 12 Lobar

. 13 Segmental
. 14 Subsegmental

Peripheral zone

Parceria Astra Zeneca



osSrciogs 57 Descritor N: bp
mudancas em consideracao para 92 edicao

Location and Number of Pos Stations N1-N2 RO i Location and Number of Pos Stations N1-N2 R0
100% Events /N MST 60 Month 00% - ic-
| 1. N1 Single 415/1089 NR 50%, 1 PathOIOQIC RO
sumipe, ks 2 & -
< 3 ngle / : % -
80% Mulliple N2 403/711 400  38%
60% 609
40% - 40% :
. e ———
- ] Evenis /N MST 60 Month =
i e pise, Tl M
- - L ¢ / . g
20% 20% 13 N2 Single 230/549 709  54%
J 14, N2 271/540 460 43%
0% 0% 5. N2 Mulfiple N2 403 /711 400 38%
0 2 4 6 0 ' 2 ’ 4 ‘ -
YEARS AFTER RESECTION YEARS AFTER RESECTION
N‘INN“’VSNZCVSN‘JD "‘.V.”‘b“m‘v'@“m
Comparisons Adjusted for ruucomobgy (mm vs others), Sex,
Adjusted for Histology (adeno vs Age 80+ , and Region.
others), Sex, Age 60+ , and Region. (Cox PH on RO cases)
(Cox PH regression on RO cases) \parison HR "
comparison HR P Nibve Nis ;: o
0.2063
N1b vs Nla 1.40 0.0005 ﬁe'_{gg_?mb T8 0.0007 |
N2a vs N1b 1.04 0.6798 | i 0.0028
N2b vs N2a 1.47 <0001 | _Nai!f.s;ﬁ TH 0.064
| N1 Single = N1a
' N1 Single = N1a :":t'luff,pf, \?t ) e
N1 Multipie = N1b 12 Single M2 {"skip mets™) = N2a
N2 Single W2 = N2a N2 Single N2 + N1 = N2a2
; NZMM'*N?=NZD N2 Multipie N2 = N2D

Asamura et al. J Thorac Oncol, 2015
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Descritor M — Principais Mudancas

* Diferenciacao de metastases extra-toracicas entre metastase unica versus
metastases multiplas

A
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MX
MO
M1

M1a

M1b

M1c

Descritor M — 82 Edicao bp

Distant Metastasis %
Distant metastasis cannot be assessed

No distant metastasis

Distant metastasis

Separate tumor nodule(s) in a contralateral lobe; tumor
with pleural or pericardial nodules or malignant pleural or
pericardial effusion@

Single extrathoracic metastasis in a single organ (including
involvement of a single nonregional node)

Multiple extrathoracic metastases in a single organ or in
multiple organs

A
i AstraZeneca‘?
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Metastase Extra-Toracica Unica

7th Edition M Categornies Proposed 8th Edition M Categories
£DC Data Only EDC Data Only
100% - 100% -~
Med an Median
Events /N in Months 1 Events /N in Months
80% Mia 220/324 115(10,13.8) 4 Mia 220/324 115(10,138)
Mib 541/701 75(69.84) 80% Mib 158/2256 114(96,137)
Log-rank p-vaiue < 0001 1 Mic 3827476 6.3(48,7)
60% 60% — Log-rank p-value < 0001
40% - 40% -
20% 20% - .
— \L'uka L ll-_J ' : P il N T
e i ' ey, 1 I
0% - v T T : v L] v 1 0% o v . ‘T v o ' - '
0 2 A 6 8 0 2 4 6 a8
Survival, Years Survival, Years

Eberhardt et al. J Thorac Oncol, 2015
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Agrupamento TNM — Principais Mudancas

* Separacao de estadios IA1, 1A2, IA3

* Rearranjo de algumas categorias TNM
* Criacao de estadio llIC

* Separacao de estadio IVA e IVB

/\
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Occult TX NO MO StagellB T1a N3 MO
Carcinoma T1b N3 MO
Stage 0 Tis NO MO T1c N3 MO
StagelA1  Timi NO MO T2a N3 MO

T1a NO MO T2b N3 MO
Stage 1A2 T1b NO MO T3 N2 MO
Stage 1A3 T1c NO MO T4 N2 MO
StagelB  T2a  NO MO stagemc T3 N3 MO
StagellA  T2b NO MO T4 N3 MO
StagellB  T1a N1 MO gtagelvA AnyT AnyN Mia

Tb N1 MO AnyT AnyN Mib

Tic N1 MO gtagelvB AnyT AnyN Mic
T2a N1 MO

T2b N1 MO
T3 NO MO
Stage IlIIA T1a N2 MO
T1b N2 MO
T1c N2 MO
T2a N2 MO
T2b N2 MO
T3 N1 MO
T4 NO MO
T4 N1 MO

/\’
Parceria ASt razeneca 2
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Estadio Clinico Estadio Patoldgico
100% - S \_\‘-_:_‘_h -
%1 N\ e 60% - ~ T
“'\, \\\ . | \\“— ——
40% - N\ \ = e ———— 40% - \-“\-\_\
-4 N % ‘\\— —— ~x i
20% : = _ 20%
0% T — — ,
0 24 48 72 0% Y T )
Months 0 24 48 72
Months
24 60
Proposed Events/N MST Month Month 24 60
A1 68/ 781 NR 97% 92% Proposed Events/N MST Month Month
1A2 505/ 3105 NR 94% 83% IA1 139/1389 NR 97% 90%
IA3 546/2417 NR  90%  77% IA2 823/5633 NR 94%  B85%
' IA3 875/4401 NR 92%  80%
A 215/ 585 NR 795 60%
8 605/1453 66.0 72%  53% A cEE 11638 NR  80% @&
"ff 3052 e < o o IB 2175/5226 NR 76%  56%
gl (A RES) A 3219/5756 419 65% 41%
IVA 336/ 484 11.5 23% 10% lfil‘ 1215/ 1729 220 407
VB 328 / 398 6.0 10% 0%

Goldstraw et al. J Thorac Oncol, 2016 raceria: - AStrazZenec
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Conclusoes

» Criacao de banco de dados da IASLC permitiu refinamento do estadiamento
do cancer de pulmao nao pequenas células — aprimoramento constante;

»Valorizacao do tamanho do tumor como fator progndstico importante;
» Descritor N possivelmente passara por mudancas na proxima edicao;

»Reconhecimento da heterogeneidade do progndstico da doenca
metastatica.

ia: AstraZenec,a(c2
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