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De acordo com a Resoluc¢do 1931/2009 do Conselho Federal de Medicina e com a RDC 96/2008 da ANVISA,
declaro que:

Apresentacoes: como palestrante convidado participo dos eventos de: Knight Therapeutics, Bayer, Astra
Zeneca, Boheringher, Roche, Pfizer, Novartis, MSD, Bristol, Astellas, Janssen e Daichii Sankyo.

Apoio em viagens para congressos e atividades cientificas: Roche, Pfizer, Bayer, Janssen, Astellas, Astra
Zeneca, Boheringher e MSD.

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 que estas empresas respeitam.
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921 mortes por dia. _ 996 mortes em um unico dia
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Avancos no Tratamento

do Cancer de Pulmao Metastatico
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Tratamentos Anti-HER (1 e 22 linha)

Sobrevida Livre de Progressao Mediana

6,8
4.1 0
3,9 3 3 : | )8
L B N
| | | |-

Afatinib Dacomitinib Neratinib Neratinib + Poziotinib Trastuzumab + T-DM1
Temsirolimus Pertuzumab

Loeffler E, et al. Life (Basel). 2023 Dec 29;14(1):64.

As imagens e contetdo aqui inseridos sdo do arsenal e de responsabilidade do autor.




Grandes Ensinamentos

“Meédicos séo pessoas que prescrevem:
Remédios que pouco conhecem,

Para curar doengas que conhecem menos ainda,
Em seres humanos que eles

desconhecem inteiramente!”
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Alteracao HER-2... Mas qual??

Hiperexpressao

NGS Imunohistoquimica

FISH

2 -30%

2-5%

Riudavets M, et al. ESMO Open. 2021 Oct;6(5):100260; Loeffler E, et al. Life (Basel). 2023 Dec 29;14(1):64. O Tl b oDt Ad At inseridos sab@lo arsenal ele responsabild Il e tor,



Sao Todos lguais?

Sim...
De acordo com a margem de erro do IBOPE...
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mab Deruxtecan n HERZ—Mutant
ell Lung Cancer

Trastuzu
Non—-Small—C

Li BT, etal. N
- .N EnglJ Med
.2022 Jan 20
;386(3):241-2
: -251
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w m m Trastuzumab Deruxtecan in HER2-Mutant

Non-Small-Cell Lung Cancer

Taxa de Resposta Sobrevida Livre de Duragao de Resposta Toxicidade
Objetiva Progressao 73.50%

24,50%

!s imagens e conteudo aqui inseridos séo do arsenal e de responsabilidade do autor.



w m m Trastuzumab Deruxtecan in HER2-Mutant

Non-Small-Cell Lung Cancer

Taxa de Resposta Sobrevida Livre de Duragao de Resposta Toxicidade
Objetiva Progressao 9,3 73,50%
55% 8,2

46%

24,50%

Li BT, et al. N Engl J Med . 2022 Jan 20;386(3):241-251 As imagens e contetdo aqui inseridos séo do arsenal e de responsabilidade do autor.
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Qual o impacto? Na Sobrevida Global...

Nakamura / Japdo 50 Amplificacdo / Hiperexpressdo / Aumento do n° de cépias

Suzuki / Japdo 1.275 Mutacdo / Hiperexpressao / Amplificacdo

Meert / Bélgica 129 Hiperexpressdo / Amplificacdo

Kim / Coreia 321 Mutacdo / Hiperexpressao / Amplificacdo

Gow / China e Taiwan 888 Mutacao

Li / China 456 Hiperexpressdo / Mutacdo

Pillai / EUA 920 Hiperexpressdo / Mutacdo
Ninomiya / Japao 1.126 Mutacdo / Hiperexpressao / Amplificacdo
Tan / EUA 140 Mutacdo / Hiperexpressao / Amplificacdo

. Impacto Neutro

Zhao J & Xia Y. J Clin Oncol Precision Oncology. 2020. Apr 23.
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Qual o impacto? Na Sobrevida Global...

Nakamura / Japdo 50 Amplificacdo / Hiperexpressdo / Aumento do n° de cépias
Suzuki / Japdo 1.275 Mutacdo / Hiperexpressao / Amplificacdo

Amplificacdao associado a <

Meert / Bélgica 129 Hiperexpressdo / Amplificacdo Sahreids

Hiperexpressao: < SG e SLP
Amplificacdao: < SG

Gow / China e Taiwan 888 Mutagdo Melhor SG

Kim / Coreia 321 Mutacdo / Hiperexpressao / Amplificacdo

Li / China 456 Hiperexpressdo / Mutacdo
Pillai / EUA 920 Hiperexpressdo / Mutacdo Pior Sobrevida
Ninomiya / Japao 1.126 Mutacdo / Hiperexpressao / Amplificacdo Pior prognadstico que EGFR ou ALK

Tan / EUA 140 Mutacdo / Hiperexpressao / Amplificacdo Forte tendéncia a pior sobrevida

. Impacto Neutro

Zhao J & Xia Y. J Clin Oncol Precision Oncology. 2020. Apr 23.
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Qual o impacto? Na Quimioterapia...

Calikusu / Turquia

Cappuzzo / Italia
Kuyama / Japdo
Graziano / EUA

Li / China

Wang / China

Zhao J & Xia Y. J Clin Oncol Precision Oncology. 2020. Apr 23.

Hiperexpressao

Amplificacao

Hiperexpressdo / Amplificacdo

Hiperexpressao
Mutacgao

Mutacao

. Impacto Neutro
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Qual o impacto? Na Quimioterapia...

Calikusu / Turquia

Cappuzzo / Italia
Kuyama / Japdo
Graziano / EUA

Li / China

Wang / China

Zhao J & Xia Y. J Clin Oncol Precision Oncology. 2020. Apr 23.

Hiperexpressao

Amplificacao

Hiperexpressdo / Amplificacdo

Hiperexpressao

Mutacgao

Mutacao

Resistente a QT baseada em
Platina

Melhor TRO e durac¢ao de resposta
a platina + pemetrexede

. Impacto Neutro
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Qual o impacto? Nos TKI's...

Soh / Japao

Cappuzzo / Italia
Varella / Garcia
Tiseo / Italia
Cappuzzo / Italia
Kayatani /Japao

74
102
44
58
63
1.126

Amplificacao
Amplificacao
Amplificacao
Amplificacao
Hiperexplessao

Hiperexpressao

Zhao J & Xia Y. J Clin Oncol Precision Oncology. 2020. Apr 23.

. Impacto Neutro
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Qual o impacto? Nos TKI's...

Soh / Japao 74 Amplificacao Sensibilidade ao Gefitinib e > SLP na andlise univariada, mas ndo na multivariada

Cappuzzo / Italia 102 Amplificacao Melhor TRO, e Duragao de resposta com Gefitinib

Varella / Garcia 44 Amplificacao
Tiseo / Itdlia 58 Amplificacdo
Cappuzzo / Italia 63 Hiperexplessao

Kayatani /Japao 1.126 Hiperexpressao < TTP aos anti-EGFR

. Impacto Neutro

Zhao J & Xia Y. J Clin Oncol Precision Oncology. 2020. Apr 23.
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Qual o impacto? E na imunoterapia...

MSKCC

IMMUNOTARGET
Registry

MD Anderson

French Lung Cancer Group (GFPC)

Zhao J & Xia Y. J Clin Oncol Precision Oncology. 2020. Apr 23.

N/A 23%

Nivolumab 89,6%

0,
> 2 linhas 94,5 53,3%

Nivolumab 83%

0]
> 2 linhas 100% 17%

3/26 (12)
2/29 (7,4)

1/16 (6)

6/23 (27,3)

1,9
9/29 (31) 2,5
3/16 (18,8) 1,8

11/23 (50) 2,2

. Impacto Neutro
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Mecanismo de Acao

Célula

T-DXd liga-se Tumoral

a0 HER2 Célula tumoral Vizinha

O inibidor da
Topoisomerase |
penetra no nucleo

Ligante clivado A carga

liberando o permeavel a
inibidor da ‘ membrana

*

topoisomerase | CD% v Ita no efeito
@ Bystander

, Payload: Topoisomerase | o M Orte d a Cé'U Ia tu mora I

Ve

Modi S, et al."J Clin Oncol 2020;38:1887-96



T-DXd liga-se
ao HER2

| Modi'S, et al."J Clin Oncol 2020:38:1887-96
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Mecanismo de Acao

Ligante clivado
liberando o
inibidor da
topoisomerase |

‘\IT"‘.
___G Proteina HER2

(@Y,

.

Modi S, et al.-J Clin Oncol 2020:38:1887-96.




Mecanismo de Ac¢ao

O inibidor da
Topoisomerase |
penetra no nucleo

| Modi'S, et al."J Clin Oncol 2020:38:1887-96



e Morte da celula tumoral

| Modi'S, et al.J Clin Oncol 2020;38:1887-96 ~ _



Mecanismo de Acao

A carga
permeavel a
membrana
resulta no efeito e

Modi S, et al.-J Clin Oncol 2020:38:1887-96



Mecanismo de Acao

Célula

T-DXd liga-se Tumoral

ao HER2 Célula tumoral Vizinha

O inibidor da
Topoisomerase |
penetra no nucleo

Ligante clivado A carga

liberando o permeavel a
inibidor da ‘ membrana

topoisomerase | CD% ? v
%-Dxu ﬁrotema HER2

, Payload: Topoisomerase | e MO rte d a CéIUIa tumoral

Bystander

Modi S, et al."J Clin Oncol 2020;38:1887-96
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Pacientes (n= 468)

*  CPNPC metastatico,
HER2 mutado
> 1 linha de
tratamemto prévio,
incluindo
guimioterapia
baseado em platina.

* Doenga mensuravel

e OSOoul

Fatores de estratificacao
* Tratamento prévio
com Anti-PD(L)1

1. Goto K et al. J Clin Oncol. 2023;JC02301361

T-DXd 5,4mg/kg

a cada 3 semanas




Destiny Lung 02

Location of HER2 mutation:
= Kinase domain

= Extracellular domain

5,4mg/kg
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HER?2 amplification®
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Number of prior lines of ! ! EEI
systemic anticancer therapy

1. Goto K et al. J Clin Oncol. 2023;JC02301361



Destiny Lung 02

Location of HER2 mutation:
= Kinase domain

= Extracellular domain

.| 5,4Amg/kg
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Prior HER2 TKI therapy
Previous anti-PD-(L)1 therapy

Number of prior lines of
systemic anticancer therapy

Location of HER2 mutation:
= Kinase domain

Change From Baseline, %

6,4mg/kg
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systemic anticancer therapy

1. Goto K et al. J Clin Oncol. 2023;JC02301361



Destiny Lung 02

T-DXd 5.4 mg/kg

Both prior platinum therapy and anti-PD-(L)1 therapy (n = 75)
B Prior platinum therapy but no anti—-PD-(L)1 therapy (n = 27)
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Weeks From Randomization

1. Goto K et al. J Clin Oncol. 2023;JC02301361



T-DXd 5.4 mg/kg

o
eS‘ 'n un Both prior platinum therapy and anti-PD-(L)1 therapy (n = 75)
M Prior platinum therapy but no anti-PD-(L)1 therapy (n = 27)
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Baseline 4

Weeks From Randomization

T-DXd 6.4 mg/kg

Both prior platinum therapy and anti—-PD-(L)1 therapy (n = 39)
W Prior platinum therapy but no anti-PD-(L)1 therapy (n = 11)

Change From Baseline, %

32 36 40 et 48 52 56 60

Weeks From Randomization

1. Goto K et al. J Clin Oncol. 2023;JC02301361



Destiny Lung 02

T-DXd 5.4 mg/kg:
Median PFS, 9.9 months (95% ClI, 7.4 to NE)

Probability, %

+ Censored
95% CI
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Patients at risk: 102 100 34 29 24

Number of events: 0 0 41

1. Goto K et al. J Clin Oncol. 2023;JC02301361




Destiny Lung 02

Progression-free Survival
Probability, %

Censored

95% CI

T-DXd 6.4 mg/kg:
Median PFS, 15.4 months (95% ClI, 8.3 to NE)
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Patients at risk: 50 47 44 36 33 30 28 26 25 20
Number of events: 0 2 3 8 9 1 12 13 14 16

I 1
10 11

Months

14 11 8
19 19 19 19 19 19 20 20 20 20 20

PFS was assessed by BICR per RECIST v1.1. Patients who were alive without objective documentation of radiographic disease progression by the PFS data cutoff date were censored at their last evaluable

tumor assessment.

1. Goto K et al. J Clin Oncol. 2023;JC02301361. doi:10.1200/JC0.23.01361 2. Janne P et al. Presented at the World Conference of Lung Cancer (WCLC) Annual Meeting; September 9-12, 2023, #1554.

1. Goto K et al. J Clin Oncol. 2023;JC02301361

T-DXd 5.4 mg/kg:
Median PFS, 9.9 months (95% CI, 7.4 to NE)




Destiny Lung 02

T-DXd 5.4 mg/kg:
Median OS, 19.5 months (95% CI, 13.6 to NE)
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Patients atrisk: 102 102

Number of events: 0 0

1. Goto K et al. J Clin Oncol. 2023;JC02301361



Destiny Lung 02

T-DXd 5.4 mg/kg:
Median OS, 19.5 months (95% ClI, 13.6 to NE)

+ Censored
95% CI

Overall Survival Probability, %

T-DXd 6.4 mg/kg:
Median OS, NE (95% CI, 12.1 to NE)

+ Censored
95% CI

2
2
=
)
2
o
e
o
T
2
-
=]
(7
I
—
@
>
O

|
11

Months

N = = - ————

—_

Patients at risk: 50 29 23

Number of events:

1. Goto K et al. J Clin Oncol. 2023;JC02301361










Eventos adversos relacionados a droga

100
96
58
48
38,6
32
24 5 26,7
13,9 13,9 o
1 2
— —N I—— (N

Qualquer EA's G>2 EA's sério Descontinuagao Redugao de dose Interrupgao Mortes

® 5,4mg/kg 6,4mg/kg

1. Goto K et al. J Clin Oncol. 2023;JC02301361



Eventos adversos

Doenca Pulmonar Intersticial

1. Goto K et al. J Clin Oncol. 2023;JC02301361

®5,4mg/kg ®E6,4mg/kg

28
18
g 12,9
6,9
4 )
1 1 2 r
= |4 0 g E
Grau l Grau 2 Grau 3 Grau 4 Grau 5 Total
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Clinical Trial Mundo Real

Instagram
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Metastase cerebral
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Metastase cerebral

ERESMD

Trastuzumab Deruxtecan in Patients With
HER2 (ERBB2)-Mutant Metastatic Non-Small
Cell Lung Cancer With and Without Brain
Metastases: Exploratory Pooled Analyses
From DESTINY-Lung01 and DESTINY-Lung02

T-DXd 5.4 mg/kg

n=14 Progressive
Disease

H ‘ ‘ Partial
' T ' | Response

B Without Prior Treatment
With Prior Treatment
*Indicates Surgery

Pooled T-DXd 6.4 mg/kg

n=27¢ Progressive
Disease

Best % Change in Sum of
Diameters from Baseline

Partial
Response

| Il Without Prior Treatment
With Prior Treatment

Best % Change in Sum of
Diameters from Baseline

*Indicates Surgery

Apresentado na ESMO 2023 por Sara Hurvitz

As imagens e conteudo aqui inseridos sdo do arsenal e de responsabilidade do autor.
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“Nao sao os grandes planos
que dao certo;
sao os pequenos detalhes”
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Muito Obrigado

Sandro Cavallero
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