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da Oncologia BP de 30 Paulo

Declaracao de Conflitos de Interesse

Fabio José Haddad:

De acordo com a Norma 1595/2000 do Conselho Federal de Medicina e com a RDC 96/2008 da ANVISA, declaro que:

* Apresentacdes - como palestrante convidada, participo dos eventos de:

MSD, BMS, AstraZeneca, Boehringer-Ingelheim.

* Nao possuo acdes de quaisquer destas companhias farmacéuticas.
* Os meus pré-requisitos para participar destas atividades sao a autonomia do pensamento cientifico, a independéncia

de opinides e a liberdade de expressao.
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Programa Team Up A Benefienc
da Oncologia BP de 30 Paulo

Objetivos

1. Visao geral sobre estadiamento do cancer de pulmao

2. Visao geral sobre algoritmo de tratamento do cancer de pulmao nao
pequenas células, de acordo com o estadiamento
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1.
2.
3.
4.
5.

Pauta

Estadiamento do Cancer de Pulmao

A

A
A
A

goritmo do Tratamento do Cancer de Pulmao Inicial (Estadios |, Il e llIA)
goritmo do Tratamento Adjuvante do Cancer de Pulmao

goritmo do Tratamento do Cancer de Pulmao Localmente Avancado
goritmo do Tratamento do Cancer de Pulmao Metastatico
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Pauta

Estadiamento do Cancer de Pulmao

1.
2.
3.
4
5
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Objetivos do Estadiamento bp =

‘/Avaliar a Extensao da Doenca

Localizada
X

Avancada

‘/Determinar a Ressecabilidade

O paciente é candidato a cirurgia?

iz AStraZeneca



Exames para Estadiamento bp

Exame Fisico

TC de térax e abdome com contraste EV
Broncoscopia

PET-CT: estadios I, Il e lll

RM de cranio: estadios Il e |ll

AN A T o A

Estadiamento invasivo:

o Ultrassom Endoscépico (EUS, EBUS)
o Mediastinoscopia

o Toracoscopia

/\
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Mudanca na Abordagem Baseada no Estadiamento

PET-CT: 5-22%

RM encéfalo: 4-8%

Estadios I-Ill Estadios IB-IIIB

A

Silvestri GA, et al. Chest 2013; 143:e211S—-e250S. >
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Pauta

Algoritmo do Tratamento do Cancer de Pulmao Inicial (Estadios I, Il e 1ll1A)

1.
2.
3.
4.
5.
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Prospectivo, T1-T2 NO

100r= 100 =
80 80
S i - __
. o i
2 60 “ 60 S
% I'|- 8 ) ""l
5 — Lobectomy S g — Lobectomy '
3 sl Limited Resection ~  "77ttttTTTTTRC : § 40 --- Limited Resection
° logrank p=0.088 (one-tailed) ’ o logrank p=0.016 (one-tailed)
R
| Number | Number
O atRisk 201" “atRisk
Lobectomy: 90 47 22 Lobectomy: 84 44 22
Ltd. Resect.: 93 43 11 Ltd. Resect.: 85 37 11
0 | ] l ] ! 1 ] 0 ] I | 1 | | ]
12 24 36 48 680 72 84 96 12 24 36 48 60 72 84 g6
Time in Months Time in Months

Grinsberg R, et al. Ann Thorac Surg 1995; 60:615.
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A Beneficéncia
Portuguesa
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Programa Team Up

da Oncologia BP

Disseccao Linfonodal Sistematizada

* Estudo randomizado: uso de kit para coleta de LN = impacto na sobrevida

Survival: Kit v Non-Kit Resections

Proportional Hazards Models

Hazard P-Value
| wese | R T
0.67(0.50,0.89)  .0054
0.57(0.42,0.77) __0.0003

Sensitivity Analyses

| wes | R T
Ratio
P=0.0051 Excludmg Sub- lobar Resechons* 0.61 (0.44, 0.85) 0.0030
0.60(0.40,0.90)  0.0123
0.54(0.38,0.76)  0.0005
0.58 (0.43,0.79)  0.0005

b Fully Adjusted Models (for age, sex, histology, tumor grade, extent of
resection, Pathologic t-stage, pathologic m-stage, number of comorbidities,
and type of pathologic examination (a subgroup of patients in each group
received a pathologic exam with a novel gross dissection method).

Survival

Osarogiagbon RU, et al. ASCO 2018. Ann Thorac Oncol 2018; 106:228-234. o AstraZeneca42
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Sublobar?

Os tempos mudaram...

A
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SBRT: Stereotactic Body Radiation Therapy

Radioterapia estereotatica

Alta dose (cuidado com lesao central)
3 a 5 fracdes / Campos convergentes
LesOes até 5 cm (melhor se <3,0 cm)

Controle local em 3 anos: 85% a 98%

o Uk W E

Diretrizes ASTRO: pacientes inoperaveis /‘_

Shinde A, et al; Semin Oncol 2018; 45:210-219.

Donovan EK, et al; Lung Cancer 2018; 9:13-23. Parceria: AstraZenec.a§



da Oncologia BP de 53 Paulo

Cancer de Pulmao — Doenca Localizada

* Tumores centrais = estadiamento invasivo do mediastino

* Tumores >3 cm = estadiamento invasivo do mediastino

* TC ou PET-CT com N+ = estadiamento invasivo do mediastino
* Lobectomia é o padrao-ouro

* Disseccao linfonodal € mandatoria
o Minimo: 3 estacdes mediastinais, incluindo subcarinal (cadeia 7)

ESTS Guidelines for intraoperative lymph node staging in non-small cell lung cancer. Lardinois D, et al. Eur J Cardiothorac Surg 2006;30:787-92.

Revised ESTS guidelines for preoperative mediastinal lymph node staging for non-small-cell lung cancer. De Leyn P, et al. Eur J Cardiothorac Surg 2014; 45:787-98=i= AstraZeneca 2
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Pauta

Algoritmo do Tratamento Adjuvante do Cancer de Pulmao

1.
2.
3.
4.
5.

A
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da Oncologia BP de 530 Paulo

Declaracao de Conflitos de Interesse

Carolina Kawamura Haddad:

De acordo com a Norma 1595/2000 do Conselho Federal de Medicina e com a RDC 96/2008 da ANVISA, declaro que:

* Pesquisa Clinica - como médica investigadora, participo de estudos patrocinados por:
BMS, MSD, Roche, Pfizer, AstraZeneca, Novartis, Boehringer-Ingelheim
* Apresentacdes - como palestrante convidada, participo dos eventos de:
Roche, Foundation Medicine, Pfizer, MSD, BMS, AstraZeneca, Boehringer-Ingelheim, Sanofi, Bayer,
Ethicon/Johnson & Johnson.
* Consultoria - como membro de advisory boards, participo de reunides com:
BMS, MSD, Roche, Foundation Medicine, AstraZeneca, Bayer, Boehringer-Ingelheim.
* Nao possuo a¢les de quaisquer destas companhias farmacéuticas.
* Os meus pré-requisitos para participar destas atividades sao a autonomia do pensamento cientifico, a independéncia
de opinides e a liberdade de expressao.

ia: AstraZeneca(g?



Programa Team Up P b A Benefienc
e Oncoege LACE — Metanalise

5 estudos randomizados, n=4584
Probability of interaction/

Category No. Events / No. Patients Hazard Ratio trend* test
|
__ASSOCIATED DRUGS ' 11
Cisplatin + vinorelbine 935 1,888 = :
Cisplatin + 1 other drug 742 1,373 ——
Cisplatin + 2 other drugs 713 1,323 ——-;—

STAGE l .06
Stage IA 104 347 : > 04*
Stage IB 515 1,371 —

Stage Il 893 1,616 — =
|
Stage lll 878 1,247 —
| T T T T l| T
0.5 1.0 2.0
Chemotherapy Better | Control Better

LACE Colaborative Group. J Clin Oncol 2008; 26:3552-9.
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da Oncologia BP

Metanalises:

A Beneficéncia
Portuguesa
de 5ao Paulo

bp

Neoadjuvancia vs Adjuvancia

Neoadjuvancia

Events Totals

A

Adjuvancia

1.0 - —— No preoperative chemotherapy 745 1207
—— Preoperative chemotherapy 682 1178 100
09 -
= ap Beneficio absoluto SG
0-8 - . =2 7 (V)
Beneficio absoluto SG — 5,4% em 5 anos
0.7_
5% em 5 anos S 40
|06 (40% > 45%) -
2 wn
2 05+ -—_
A = . i
o < 40
' [
C>) 20
0-3 .
Chemotherapy
02 == No chemotherapy
01+ T T T T T T
HR=0-87, p=0-007 0 1 2 3 4 5 26
0 T T T T T T T | . .
) 1 ] 3 4 : 6 7 : Time From Randomization (years)
Number at risk Time from randomisation (years) Deaths / person vears
No preoperative 1207 893 674 527 409 300 209 147 102 by oeri c:’ Y Years 0-3 Years4-5 Years>6
chemotherapy Y perio
Preoperative 1178 928 712 570 442 346 253 172 123 Control 966 /5,155 239/1,668 49/720
chemotherapy Chemotherapy 857 /5,181 203/1,817 76/790

15 estudos randomizados, 2385 pacientes, estadios |-l

NSCLC Meta-analysis Collaborative Group. Lancet 2014;383:1561.

5 estudos randomizados, 4584 pacientes, estadios |-l

LACE Colaborative Group. J Clin Oncol 2008; 26:3552-9.

&
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Estudos em Andamento bp =

D) u.s. National Library of Medicine

ClinicalTrials.gov

Find Studies About Studies ¥ Submit Studies ¥ Resources v About Site ¥

Home >  Search Results >  Study Record Detail ~ Save this study

@ ydrochloride in Treating Patients With Stage IB-llIA Non-small Cell Lung Cancer That Has Been Completely Removed by Surgery
(An ALCHEMIST Treatment Trial)

w n Treating Patients With Stage IB-lIlIA Non-small Cell Lung Cancer That Has Been Removed by Surgery and ALK Fusion
Mutations (An ALCHEMIST Treatment Trial)

fter Surgery and Chemotherapy in Treating Patients With Stage IB-IlIA Non-small Cell Lung Cancer (An ALCHEMIST Treatment
Trial) (A

NVIL)

Versus Placebo in Patients With Stage IB-lllIA Non-small Cell Lung Carcinoma, Following Complete Tumour Resection With or
Without Adjuvant Chemotherapy. (ADAURA)

A
AstraZeneca‘?
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4 )

Estadio | Cirurgia Seguimento
N Y

Estadio Il Cirurgia
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Estadio lll

Cirurgia

Algoritmo 2019

RT

_ Adjuvante

4 . N\
Considerar

)
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Pauta

Algoritmo do Tratamento do Cancer de Pulmao Localmente Avancado

1.
2.
3.
4.
5.

A
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N3 nao deve ser tratado com cirurgia

100% — Events /N MST 60 Month
d NO 9722/ 26326 NR 60%
N1 1771/3107 30.6 37%
80% — N2 4995/7144 17.0 Pk
1856 / 2333 10.0 9%
60% —
40%
20% - |
°°/° T 1 ' ] ' 1
0 2 4 6
YEARS AFTER ENTRY

FIGURE 1. Survival curves for cNO, cN1, cN2, and cN3,
T-any MO tumors. The differences of survival between neigh-
boring categories are all statistically significant (p values:
between cNO and cN1, p < 0.0001; between cNT and cN2,
p < 0.0001; between cN2 and cN3, p < 0.0001).

10:1675- A
Asamura H, et al. J Thorac Oncol 2015;10:1675-1684. = AstraZeneca ‘:?
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da Oncologia BP

Cirurgia isolada raramente cura N2

NSCLC (n=250)
2005 a 2011
T1-3 N2 (Resseccao Completa)

Recorréncia 173/250

(69,2%)

Distant Organ
Metastasis

112 (64.7%)

......................... LRF
(31.2%)

-
‘ 29(16.8%)

Fig. 1. Patterns of first treatment failures are shown in 173
patients. LRF = local-regional failure; SLN = supraclavicular

Iymph node.

= AstraZeneca =2

Feng W et al. Int J Radiat Oncol Biol Phys 2014;88:1100-7.



Discrete node enlargement Clinically occult N2
Schematic of types of patients included in studies using different treatment approaches

{ Tumor Burden C—__—
S I patient characteristics .
#{N f Performance Status |

Ramnath et al. CHEST 143(5)(Suppl):e314S—e340S, 2013.

A
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Programa Team Up ABereicnci
da Oncologia BP Esse n CI a I de 530 Paulo

E d
paciente grupo

DISCUSSAO

MULTIDISCIPLINAR

*desde o inicio do diagnhodstico

Oncologia Clinica
Cirurgia Toracica
Radioterapia
Radiologia/Medicina Nuclear
Broncoscopia/Intervencao
Patologia
Pneumologia

Parceria AStraZeneca



Programa Team Up A Benefienc
da Oncologia BP de 530 Paulo

Critérios de Irressecabilidade

v' N3
v Envolvimento de multiplas cadeias linfonodais

v Envolvimento linfonodal bulky (>3 cm)
v Reserva pulmonar do paciente que ndo permite eventual cirurgia
v" Indisponibilidade de avaliacdo cirdrgica com estadiamento invasivo

Quimiorradioterapia concomitante, definitiva

wceia - AStraZeneca
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Metanalise: QT-RT concomitante é o padrao-ouro

A 100
4 - RT +concCT
—@®= RT + seq CT
80
= 07 Beneficio absolut
= enericio apnsoliuto
8 [ ]
& em 5 anos:
40
(o)
4,5%
20 15.1
il |
HR = 0.84 (95%CI, 0.74 to 0.95) 12.8
P=.004 10.6
o 1 2 3 a 5
Time Since Random Assignment (years)
Deaths/Person-Years by Period
Oy—1y 1y—2y 2y—3y 3y—4y > 4y
RT+ conc CT (n = 603) 240/498 147/276 67/171 30/116 37/186
RT+ seq CT (n = 602) 253/491 171/242 70/129 30/ 83 23/126

Aupérin A, et al. J Clin Oncol 28:2181, 2010.

Parceria Ast ra Zeneca -
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P ~ L I o by . N °

rogressao Loca Progressao a Distancia

c No. Events / No. Entered D No. Events / No. Entered

Trial RT + ConcCT RT+SeqCT O-E Variance Hazard Ratio HR (95% ClI) Trial RT + Conc CT RT+SeqCT O-E Variance Hazard Ratio HR (95% Cl)

WJLCG 50/148 65/145 -10.6 28.6 ‘.‘ 0.69 (0.48 to 1.00) WJLCG 67/148 55/145 7.0 30.5 1.26 (0.88 to 1.79)

RTOG 9410 58/204 61/203 -2.6 29.7 -.— 0.92 (0.64 to 1.31) RTOG 9410 85/204 88/203 -3.1 43.2 0.93 (0.69 to 1.25)

GMMA 4/15 5/15 -0.8 2.2 ¢ I: 0.69 (0.19 to 2.57) GMMA 8/14 8/14 0.5 4.0 1.15 (0.43 to 3.08)

Ankara 95 ' Ankara 95

Slﬁ?:T_G FPC 241101 40103 86 167 —."— 0.58(0.35t00.95)  GLOT-GFPC 34/101 36103 05 170 0.97 (0.60 to 1.56)
i NPC

EORTC 08072 2430 2618 08 126 . 0.93(0.5410163)  EoRTC 08972  32/80 32/78 03  16.0 1.02 (0.63 to 1.67)

Total 160/548 197/544 -23.4 88.8 ’ 0.77 (0.62 to 0.95) Totsl 226/547 219/543 4.2 110.6 1.04 (0.86 to 1.25)

o 5 & Y Test for heterogeneity: 0.25 1.00 4.00

X%,= 2.96, P= 56, I= 0% 0.25 1.00 4.00
RT + Conc CT Better  RT + Seq CT Better RT + Conc CT Better  RT + Seq CT Better

RT + conc CT effect: Log-rank test = 6.16, P=.01 RT + conc CT effect: Log-rank test = 0.16, P= .69

HR 0.77 (95% Cl 0.62-0.95) HR 1.04 (95% Cl 0.86-1.25)

X%,=1.76, P=.78,12= 0%

QT-RT concomitante é SUPERIOR a seqiiencial
devido ao melhor controle LOCORREGIONAL

Aupérin A, et al. J Clin Oncol 28:2181, 2010.

Parceria Astrazeneca
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A Beneficéncia
Portuguesa
de 5ao Paulo

Consolidacao com QT nao funciona...

* Docetaxel x 3 vs Observacao
* Fase Il

* Estadio Il irressecavel

* EP 50/50 + RT 59,4 Gy

Hanna N, et al. J Clin Oncol 26:5755, 2008.

0.6 1

o
.p..
1

Overall Survival (proportion)
o

\ Docetaxel arm
‘J\‘ == (Observation arm

‘13‘ P=0,883
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da Oncologia BP

Consolidacao com imunoterapia

A Beneficéncia
Portuguesa
de 530 Paulo

bp

muda a histdria natural da doenca!!!

PFS (BICR)'

Median PFS (95% Cl)

months

Durvalumab

16.8 (13.0-18.1)

1.0
09- Placebo 5.6 (4.6-7.8)
» 0.8 1
a 0.7
S 06
2 051 : _ Durvatumab
2 04+ | - i
S 03+ ! |
& PFS HR = 0.52 : i Placebo
0.2 7 95% CI, 0.42-0.65 |, i
0.1 P<0.001 | :
1 1
0.0 | I | i T I | T |
0 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
No. at risk
Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0

0s2*

Probability of OS

No. at risk

Median OS (95% CI)
months

Durvalumab NR (34.7-NR)

Placebo 28.7 (22.9-NR)

: ! Durvalumab
: i Placebo
OS HR =0.68 |
99.73% CI, 0.47-0.997t :
P=0.0025 5
— 1 1 1 T T T 1 i | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomisation (months)

Durvalumab 476 464 431 415 385 364 343 319 274 210 115 &7 23 2 0 0

Placebo

*Median duration of follow-up was 25.2 months (range 0.2-43.1); tadjusted for interim analysis

Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat; NR, not reached

Antonia SJ, et al. N EnglJ Med 377:1919-1929, 2017.

237

220 198 178 170 155 141 130 117 78 42 21 9 3 1 0

Antonia SJ, et al. N EnglJ Med 379:2342-2350, 2018.

A
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Considerar

Cirurgia RT
Adjuvante

Ressecavel
Considerar

RT

EBUS, EUS,
Adjuvante

Mediastinoscopia

@ . Irressecavel
@

Durvalumabe

A

/l
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Pauta

1.
2.
3.
4.
5.

Algoritmo do Tratamento do Cancer de Pulmao Metastatico

A
= AstraZeneca 2
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100
The NEW ENGLAND JOURNAL of MEDICINE
ORIGINAL ARTICLE
80
Early Palliative Care for Patients with 11.6 vs 8.9 meses
Metastatic Non—Small-Cell Lung Cancer < - -
[2)
o0 60—
A FACT-L B Lcs -—
7.5 2.04 'E
5.04 1.5+ —_ 5.,
.!:.;“ 254 :.,n 1.04 %
.5"’ oo 5 0.5 S o 404
5 5 oo © -
2 s = o Early palliative care
ol 0.5+ |
-1.04
Standard Care Early Palliative Standard Care Early Palliative
Care Care 20_
C 1ol ! : :
ol Standard care
e 251 0 T T T T
g oo 0 10 20 30 40
§ 254 Months
HR 1.70; 95% Cl, 1.14-2.54; p = 0.01
Standard Care Eadycl’:rlliative

Temel JS, et al. N Engl J Med 2010; 363:733-42. Y AstraZenecaA?
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A Beneficéncia
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de 5ao Paulo

Importancia do Monitoramento Pré-Ativo de Sintomas

Qualidade de Vida

P<0.001

100% -

M Improved
M Unchanged

B Worsened

Patients (%)

0% -
Standard Self-
Care Reporting

Atendimento de Emergéncia

60

Standard Care
&
e _
i 8 Self-Report
o
£
Kz
>
i2)
= =
5 20
—
©
o
P=0.02
0 - T T T T |
0 1 2 3 4 5
Years from Enrollment
Total 766 554 415 344 308 288
Self-Report 441 331 244 207 190 181
Standard 325 223 171 137 118 107

Overall Survival Probability (%)

Total

Self-Report 441
Standard 325

40 60 80 100

20

Sobrevida Global

31.2 vs 26 meses

Self-Report

Standard Care

P=0.03

2 3 4 5 6 7 8
Years from Enroliment
415 344 308 288 237 115 60

244 207 190 181 148 65 33
171 137 118 107 89 50 27

31% a mais no grupo intervengao
apresentaram beneficio de
Qualidade de vida (p<0.001)

7% a menos no grupo intervengao
precisaram atendimento de
emergéncia.

HR=0.832, 95% Cl, 0.696-0.995)

Basch E, et al. ASCO 2017.

/"’%
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Durante o tratamento de cancer avancado,
o tabagista ativo tem pior qualidade de vida

Alteracao na Carga de Sintomas Carga de Sintomas:
Antes e Depois do Tratamento Cessar Tabagismo = Nao Tabagista
50.0 - 463
40.0 - 45.0 - 415

g 30.1% '

g 30.0 - . é 40.0 -

E 200 - *p<.05 2350 -

B E

& 100 - %30.0

]

E o0 25.0 -

H

@

3

Q

. Tq T 1 [
g 20.0 -
-10.0 - 27
°
12.1% @150 -
-20.0 - -17.6 3

Baseline to post-treatment (n=740) Post-treatment to 6-month follow-up '&‘ 10.0 -
(n=640)

® Nonsmoker Smoker

Post-treatment (n=755)

Nonsmoker ™ Nonactive Smoker ™ Smoker

Peppone LJ, et al. The Oncologist 2011; 16:1784. : AstraZeneca/‘?



Cancer de Pulm3o Metaststico %P =

Tipos de tratamento sistémico:

Imunoterapia

A
= AstraZeneca 2
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Programa Team Up A Benefienc
da Oncologia BP de 30 Paulo

Cancer de Pulmao Avancado

E mandatdrio avaliar:

1. Perfil Molecular: EGFR, ALK, ROS1, BRAF
2. PDL-1

A
= AstraZeneca 2
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CPCNP Avancado
Histologia Nao Escamosa

Quimioterapia
Com Mutacdo LE T IEWAUY

Imunoterapia

Quimioterapia
Sem Mutagao ’

A
= AstraZeneca 2



PrOgrama Team Up A Beneficéncia

Portuguesa

da Oncologia BP de 530 Paulo

Terapia Alvo Muda a Histéria Natural da Doenca

m Patients with an oncogenic driver mutation who did and did not Patients with the 5 most frequent oncogenic driver mutations
receive targeted therapy, and patients without an ocogenic driver who received targeted therapy
1.0 1.0~
> 0.8+ > 0.8
= Va 3
8 No targeted 8
e 0.6 thera e 0.6
a Py Targeted therapy =
[¢°] [
= 2
> >
£ 0.4- £ 0.4
= =5
vy v
X ' EGFR(0)
No driver
0.2+ 0.2
Log-rank P<.001 Log-rank P=.32 Doubletons
0 T T T T 1 0 ! T T T 1
0 1 2 3 4 5 0 1 2 3 4 5
Years Years
No. at risk No. at risk by oncogenic driver
Patients with oncogenic driver EGFR(s) 136 122 72 38 24 16
No targeted 318 205 110 64 43 20 EGFR(0) 23 18 12 6 5 2
therapy ALK 49 46 31 14 2 2
Targeted 260 225 143 72 36 23 KRAS 22 16 13 8 4 2
therapy Doubletons 14 11 8 4
Patients with 360 250 122 59 36 23

no driver

Kris M, et al. JAMA 2014; 311:1998.

Parceria Astra Zenec
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Terapia Alvo: Exemplo Clinico

Osimertinibe "

X 25 dias |

18+ meses

Arquivo pessoal.

/\
= AstraZeneca 2



Programa Team Up . w A Benefienc
o Onctogta o Algoritmo 2019
N

/° Osimertinibe*
EGFRm+ . Afatir\ipe |
* Erlotinibe + Bevacizumabe
* Gefitinibe + Carbo/Pemetrexede

)

e ~ » Carbo/Paclitaxel/Beva * Atezo
* Alectinibe*

* Brigatinibe*
e Ceritinibe
e Crizotinibe

e Platina/Pemetrexede + Beva

*preferencial

e Ceritinibe

{° Crizotinibe }

Pembrolizumabe +
* Dabrafenibe + Trametinibe*

Platina/Pemetrexede _
B RAF V6OOE Carbo/Paclitaxel/Beva * Atezo ’ Dabrafemb?
* Vemurafenibe

Platin/Pemetrexede + Beva

AstraZeneca -



Programa Team Up . w g
TR Algoritmo 2019

CPCNP Avancado, Histologia Nao Escamosa

Quimioterapia

Com Mutacdo LE T IEWAUY

Imunoterapia

Quimioterapia
Sem Mutagao ’

A
= AstraZeneca 2



Programa Team Up . w ABereicnci
e Algoritmo 2019

CPCNP Avancado, Histologia Escamosa

Quimioterapia

= AstrazZeneca <2



2000’: CA Pulm3o = Dupla Platina %P =

1.0
0.8 - — | Cisplatina + Paclitaxel
---------- Cisplatina + Gencitabina
0.6 - — = —| Cisplatina + Docetaxel
Carboplatina + Paclitaxel
0.4 -
024 TR
Sobrevida Mediana = 7-8 meses —~—
0.0 -
| | | | | |
0 5 10 15 20 25 30

Meses

Schiller JH, et al. N Engl J Med 2002; 346:92.

AstraZeneca -



Programa Team Up
da Oncologia BP

Parceria: Ast ra zeneca@

OUTLOOK
Haemophilia

nature

THE INTERNATIONAL WEEKLY JOURNAL OF SCIENCE ‘

Antitumour immunity
enhanced by inhibiting
PD-L1/PD-1andidentifying
mutant neo-antigens

IMMUNE-CHECKPOINT

BLOCKADEIN

CANGER

O NATURE.COM/NATURE

PEERREVIEW MICROSCOPY ENERGY
27 November 2014 £10

ACCEPT YOUR THE CASE FOR ‘NIGHT-TIME>  wsisteres

OWN PAPER AIMING HIGHER | COOLING BY DAY

How somescientists are Aromic resolution is there New materials enable
duping thesystem forthe taking radiative cooling in sunlight
PAGE480 PAGE 487 PAGE 540

Breakthrough of the Year

Cancer
Immunotherapy

T cells on the attack




2016: Imunoterapia € o novo padrao 1L bp

KEYNOTE-024

Reck M, et al. N Engl J Med 2016; 375:1823-1833.

Portuguesa
de 5ao Paulo

Escamoso e Nao Escamoso, EGFR/ALK negativos, PDL-1 >50%

100

90

801

701

601

%

0s,

40

307

20

101

50fssssssTTTTTTTTTTS

Events,n HR (95% CI)
Pembrolizumab? 73 0.63
0.47-0.86
70.3% Chemotherapy 96 (P - 0_002b)

54.8%
, 51.5%
' 34.5%

Median (95% CI)
-=---30.0 mo (18.3 mo-NR)
14.2 mo (9.8 mo-19.0 mo)

No. at risk

Pembro 154
Chemo 151

136
123

121
107

12 15 18 21 24 27 30 33
Time, months

106 96 89 83 52 22 5
80 70 61 55 31 16 5

Reck M, et al. J Clin Oncol 2019; 37:537-546.

/l
AstraZeneca 2

A Beneficéncia



Programa Team Up . . . , o S
T 2018: Quimio-Imunoterapia € o novo padrao 1L bP

Qualquer PDL-1

Adenocarcinoma
_ Escamoso
EGFR/ALK negativos
Events HR(95% Cl) P ' Events HR (95% CI) P
. Pembro/Pem/Plat  31.0% 0.49 <0.00001 Pembro + Chemo  30.6% 0.64 0.0008
100 0.38-0.64 100+
90- PlacebolPemPlat 52.4%  \U->00-64) Placebo + Chemo  42.7% (0.49-0.85)
69.2% 901
80+ 49.4% 804
70' ?0-
e 60+ 2 60+
@ S0 Median (95% CI) ¢ 50 Median (95% Cl)
© 4l NR (NE-NE) O 4o 15.9 mo (13.2-NE)
11.3 mo (8.7-15.1) 11.3 mo (9.5-14.8)
304 304
20' 20-
101 10+
0 . i . . . . +Fr——5———7——— 7
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
No. at Risk Months Months
410 377 347 278 163 71 18 ] Ng}gt Risk 256 188 124 62 17 5 0
206 183 149 104 59 25 8 0 281 246 175 03 45 16 4 0

Gandhi L, et al. N Engl J Med 2018; 378:2078-92.

Paz-Ares L, et al. N Engl J Med 2018; 379:2040-51. raceria AStraZenec



Programa Team Up . w g
TR Algoritmo 2019

Carcinoma de Pulmao
Pequenas Células

Bidpsia

Carcinoma de Pulmao
Nao Pequenas Células

Nao-
Escamoso

A
= AstraZeneca 2



Programa Team Up . b g
SR Algoritmo 2019

( Imunoterapia
QT

EFGR, ALK, ROS1
se nao tabagista

Terapia Alvo

Nao- EFGR, ALK, ROS1,
Escamoso BRAF

+ QT

( Imunoterapia }

/\
= AstraZeneca 2



Programa Team Up

B 2L/3L: Quimioterapia Apc')s Platina P
mn

TAX 317 Docetaxel/Suporte Clinico 5,8%/ 0% 10,6/6,7 sem (p=0,001) 7,0/4,6 meses (p=0,003)
JMEI 571 Pemetrexede/Docetaxel 9,1%/8,8% 2,9/2,9 meses (NS) 8,3/7,9 meses (NS)
BR.21 731 Erlotinibe/Placebo 8,9%/<1% 2,2/1,8 meses (p<0,001) 6,7/4,7 meses (p<0,001)

J Clin Oncol 18:2095, 2000; J Clin Oncol 22:1589, 2004; N Engl J Med 353:123, 2005; Reck M, et al. Lancet Oncol 2014; 15:143; Garon E, et al. Lancet Oncol 2014; 384:665;

N Engl J Med 373:123, 2015; N Engl J Med 373:1627, 2015; Lancet Oncol 387:1540, 2016; Lancet Oncol 389:255, 2017. raceria - AStraZeneca 2



Programa Team Up

B 2L/3L: Quimioterapia Apc’)s Platina P
mn

TAX 317 Docetaxel/Suporte Clinico 5,8%/ 0% 10,6/6,7 sem (p=0,001) 7,0/4,6 meses (p=0,003)
JMEI 571 Pemetrexede/Docetaxel 9,1%/8,8% 2,9/2,9 meses (NS) 8,3/7,9 meses (NS)
BR.21 731 Erlotinibe/Placebo 8,9%/<1% 2,2/1,8 meses (p<0,001) 6,7/4,7 meses (p<0,001)

tl::/lgEl 658 Docetaxel + Nintendanibe 4,7%/3,6% 4,2/2,8 meses (p=0,0485) 12,6/10,3 meses (p=0,0359)

REVEL 1253 Docetaxel + Ramucirumabe 22,9%/13,6% 4,5/3,0 meses (p<0,0001) 10,5/9,1 meses (p=0,0023)

J Clin Oncol 18:2095, 2000; J Clin Oncol 22:1589, 2004; N Engl J Med 353:123, 2005; Reck M, et al. Lancet Oncol 2014; 15:143; Garon E, et al. Lancet Oncol 2014; 384:665;
AstraZeneca 2

N Engl J Med 373:123, 2015; N Engl J Med 373:1627, 2015; Lancet Oncol 387:1540, 2016; Lancet Oncol 389:255, 2017.



2L/3L: Quimioterapia Apés Platina %P =

TAX 317
JMEI

BR.21

LUME-
Lung 1

REVEL
CM-017
CM-057
KN-010

OAK

571

731

658

1253

272

582

1034

1225

Docetaxel/Suporte Clinico
Pemetrexede/Docetaxel

Erlotinibe/Placebo
Docetaxel £ Nintendanibe

Docetaxel £ Ramucirumabe
Nivolumabe/Docetaxel
Nivolumabe/Docetaxel

Pembrolizumabe/Docetaxel

Atezolizumabe/Docetaxel

5,8%/ 0%
9,1%/8,8%

8,9%/<1%
4,7%/3,6%

22,9%/13,6%
20%/9%
19%/12%
18%/9%

14%/13%

10,6/6,7 sem (p=0,001)
2,9/2,9 meses (NS)

2,2/1,8 meses (p<0,001)
4,2/2,8 meses (p=0,0485)

4,5/3,0 meses (p<0,0001)
3,5/2,8 meses (p<0,001)
2,3/4,2 meses
3,9-4,0/4,0 meses

2,8/4,1 meses

7,0/4,6 meses (p=0,003)
8,3/7,9 meses (NS)
6,7/4,7 meses (p<0,001)
12,6/10,3 meses (p=0,0359)
10,5/9,1 meses (p=0,0023)
9,2/6,0 meses (p<0,001)
12,2/9,4 meses (p=0,002)
10,4-12,7/8,5 meses

13,8/9,6 meses (p=0,0003)

J Clin Oncol 18:2095, 2000; J Clin Oncol 22:1589, 2004; N Engl J Med 353:123, 2005; Reck M, et al. Lancet Oncol 2014; 15:143; Garon E, et al. Lancet Oncol 2014; 384:665;

N Engl J Med 373:123, 2015; N Engl J Med 373:1627, 2015; Lancet Oncol 387:1540, 2016; Lancet Oncol 389:255, 2017.

Parceria: ASt ra Zeneca 2



Mensagens Finais bp

v" Apesar do diagndstico tardio, da alta incidéncia, alta mortalidade
e alta letalidade, as novas tecnologias e novas drogas, nos ultimos
anos, tém mudado a historia natural do cancer de pulmao;

v/ E fundamental o diagndstico adequado e estadiamento preciso;
v’ Cessacdo do tabagismo é essencial em qualquer fase da doenca;

v Integracdo precoce de cuidados paliativos muda a histdria
natural da doenca avancada;

v" Integracdo multidisciplinar é mandatodria para a escolha do
melhor tratamento para o paciente.

Parceria: ASt ra Zeneca%
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Limitacdes do PET-CT

Taxa de N2/N3 Oculto em cNO

T e T e

T1NO periférico 2,9%
Tumor >3,0 cm 10,4 a 14,2%
Tumor Central 21,6%
cN1 24%

95%
85%
78%
76%

Lee PC, et al. Ann Thorac Surg 2007;84:177-81. Wang J, et al. Clin Lung Cancer 2012;13:81-9. Uy et al. Diff Decision in Lung Cancer, In Ferguson 2007.

Gomez-Caro A, et al. Eur J Cardiothorac Surg 2012;42:93—-100. Dooms C, et al. Chest 2015;147:209-215.

/l
= AstraZeneca 2



Estadiamento Mediastinal bp =

TC com LNs mediastinais TC com LNs mediastinais
de tamanho normal aumentados (>1 cm)
PET-CT (-) PET-CT (+)
no mediastino no mediastino
/\ PET-CT (+) ou (-)
no mediastino
T<3cm T 23 cm, central
periférico T>5cm

Estadiamento

Nao é necessario
Estadiamento Invasivo Invasivo

Adaptado de: Ramnath et al. CHEST 143(5)(Suppl):e3145—e340S, 2013.

= AstraZeneca =~



Estadiamento Mediastinal bp

Parceria: Ast ra Zeneca@



Programa Team Up

da Oncologia BP Esta d ia me nto AJ CC 83 Ed igﬁ O w Efra'piala

TAGE | T | N | M
cinoma | X | No | w0
carcinoma

Tis [ NO [ MO |

aceria - AStraZeneca



Adjuvancia: QT 2 base de Cisplatina %

1995: Metanalise

100 -
2 SG absoluto +5%
80- HR=0,87 (95% Cl 0,74-1,02)
g 70 T o~
2 601 T
s T
I o
S 301
20 - — Surgery plus chemotherapy
10- - - - Surgery
, 0 6 12 18 24 30 36 42 48 54 60
No at risk: . .
Surgery plus Time from randomisation (months)
chemotherapy 706 649 590 526 462 419 371 330 295 255 206
Surgery 688 633 548 482 433 382 353 307 258 215 177

NSCLC Collaborative Group. BMJ 1995; 311:899-909.

/\
AstraZeneca 2



eneficéncia

Adjuvancia: QT  base de Cisplatina %

1995: Metanalise

Drogas HR SG em 5 anos
Alquilantes (1’014_115’27) 0,005 -5%
Outras Drogas (0’702’?19’11) 0,3 4%
Cisplatina (01701;_817’02) 0,08 5%

NSCLC Collaborative Group. BMJ 1995; 311:899-909.

wceia - AStraZeneca



Programa Team Up

' 213 bp
da Oncologia BP LACE: Metanalise

5 estudos randomizados, n=4584

Trial No. of Events / No. of Patients Hazard Ratio HR (95% CI)

ALPI 569 1,088 _|-_ 0.95 (0.81 to 1.12)

Beneficio absoluto
SG (5 anos):

5;3% t 1;6% BLT 186 307 i

ANITA 458 840 — + 0.82 (0.68 to 0.98)

0.95 (0.71 to 1.27)

IALT 980 1,867 -l 0.91 (0.81 to 1.04)

Mortes

JBR10 197 482 L 0.71 (0.54 to 0.94)

relacionadas
a toxicidade QT:

Total 2,390 4,584 0.89 (0.82 to 0.96)
0,8a 2%
V4
05 1.0 2.0
Chemotherapy Better | Control Better

A
LACE Colaborative Group. J Clin Oncol 2008; 26:3552-9. N AstraZeneca"_?



Programa Team Up A beneficenci
da Oncologia BP de 30 Paulo

Quem precisa de RT pds-operatoria (PORT)?

* Discussao multidisciplinar

e Pacientes com N2 ou margem positiva podem se beneficiar da RT
adjuvante com potencial aumento da SG as custas de melhor controle

local.

* Pacientes com NO ou N1 ndao devem receber RT adjuvante = potencial
efeito deletério.

PORT Meta-analysis Trialists Group. Cochrane Database Syst Rev 2005; 18:2.

A
Billet C, et al. Radioth Oncol 2014; 110:3. Shamp S, et al. ASCO 2018. = AstraZeneca 2



N2 — Doenca Heterogénea bp

N2=achado pos-operatorio
N2=achado intra-operatorio
N2=estadiamento invasivo
N2=estadiamento por imagem

100%

90% F
80% -+
©
=
= 70% +
3 — mN2L1
k] 60% + —— mN2L2+
g —=— cN2L1
§ 50% —e—cN2L2+
=]
Q. 40% +
30% +
20% +
10% + " | S—— La i
“u
0% 1 t 1 t —+ t t t + —
0 6 12 18 24 30 36 42 48 54 60
Months
AT RISK
——244 181 113 78 48 34
—a—78 51 24 8 4 2
S 62 30 15 9 5
——2D 55 18 5 2 1

: _ A
Andre F, et al. J Clin Oncol 18:2981, 2000. = AstraZeneca 2



PORT é deletéria para NO-N1

* Metanalise; n=2232 pacientes

e Efeito deletério com decréscimo de SG de 6% em 2 anos
* Analise de subgrupo:

»NO e N1: RT é detrimental

»N2: sem evidéncia de efeito adverso.

PORT Meta-analysis Trialists Group. Cochrane Database Syst Rev 2005; 18:2.

/l
= AstraZeneca 2



N2 pode se beneficiar de PORT

* Metanalise; n=2387 pacientes

 Estadio IlIA operados

* RT "moderna”
* Melhora de SG as custas de melhor controle local

- : oy A
Billet C, et al. Radioth Oncol 2014; 110:3. = AstraZeneca 2



Programa Team Up Portopucss
da Oncologia BP de 530 Paulo

N2 pode se beneficiar de PORT???
oz

| p=0.14

All Patients
+/- Chemo

“ = - | > Worse OS for NO/N1 w or w/o chemo

» Worse OS for N2 w/o chemo

Chemo

g-PORT . | > No detriment in OS for N2 with chemo

Time (monihe;

Cnrn oty N
2

No Chemo
+/- PORT

Shamp S, et al. ASCO 2018.

Parceria Astrazeneca



Programa Team Up

A Beneficéncia
Portuguesa

T Quimioterapia Citotoxica

M Phase Specific
Antimicrotubule Agents - Ca usa mo rte ce I u I ar

- Evita crescimento/divisao celular

hol

of microt

Epothilones
Halichondrin B analogue

Taxanes
Vinca alkaloids

Topoisomerase Il Inhibitors

Block topoisomerase function

(unwinding DNA)
Anthracemedione
Anthracyclines
Epipodophyllotoxins

Mitosis
Agents Affecting Multiple
Phases of the Cell Cycle

Antitumor Antibiotics

Induce DNA Lesi , inhibit topoi ase,
among other effects

Bleomycin
Dactinomycin
Mitomycin

Cell Cycle Independent Growth/ G
Alkylating Agents Gap1 =4 0/
Crosslink guanine nucleobases in DNA
Alkyl sulfonates
Ethylenimines
Nitrogen mustard

Ph ifi

Antimetabolites

Inhibit DNA synthesis
Folate antagonists
Purine analogues
Pyrimidine analogues

Nitrosureas
Platinum analogues
Triazenes

DNA
/£ Synthesis /

Hydroxyurea

Topoisomerase Il Inhibitors

Block topoisomerase function (unwinding DNA)
Anthracemedione
Anthracyclines

Epipodophyllotoxi
© 2016 MyCancerGenome.org pipodophylotaxiee

Parceria Ast ra Zeneca -



Programa Team Up
da Oncologia BP

mutation  RET fuslon  (1-2%)
(2-3%) (1-29%)

A Beneficéncia
Portuguesa
de Sdo Paulo

Terapia Alvo

EGFR-TKI

Gene transcription A
Cell cycle progression ~MAPK
Proliferation / i “
maturation ulibi I:W i Cyclin Survival
(anti-apoptosis)

Chemotherapy / } Metastasis
radiotherapy Angiogenesis
resistance

Kohno T, et al. Transl Lung Cancer Res 2015; 4:156-164.

Parceria ASt ra Zeneca



Programa Team Up . b A Benefienc
da Oncologia BP I m u n Ote ra p I a de 536 Pavlo

Célula Linfocito T
Apresentadora

A
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Programa Team Up . w ABereicnci
Saoncocee o Imunoterapia

Linfocito T Tumor

wceia - AStraZeneca



Programa Team Up
da Oncologia BP

N3ao Escamoso
Sem mutac¢ao “driver”

Docetaxel
+ Nintedanibe
ou x Ramucirumabe

*PDL-1 21%

Algoritmo 2019

Platina + Pemetrexede
Carbo/Paclitaxel/Beva

Docetaxel
+ Nintedanibe
ou * Ramucirumabe

A Beneficéncia
Portuguesa
de Sdo Paulo

Platina + Pemetrexede
Carbo/Paclitaxel/Beva

Docetaxel
+ Nintedanibe
ou = Ramucirumabe

aceria - AStraZeneca



Programa Team Up . w ABereicnci
e Algoritmo 2019

Nao Escamoso
COM mutacao “driver”

Terapia Alvo

Platina + Pemetrexede
Carbo/Paclitaxel/Beva

Docetaxel
+ Nintedanibe
ou * Ramucirumabe

*PDL-1 21%

AstraZeneca =



Programa Team Up
da Oncologia BP

Histologia Escamosa

Docetaxel
+ Ramucirumabe

Afatinibe

*PDL-1 21%

Algoritmo 2019

Platina + Taxano
Platina + Gencitabina

Docetaxel
+ Ramucirumabe

Afatinibe

A Beneficéncia
Portuguesa
de 530 Paulo

Platina + Taxano
Platina + Gencitabina

Docetaxel
+ Ramucirumabe

Afatinibe

aceria - AStraZeneca
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