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Eventos adversos

lpi + Nivo  Ipi Nivo Pembro Atezo
G3-4 G3-4 G3-4 G3-4 G3-4
Diarreia 9% 6% 3% 4% 2%
Rash 3% 2% <1% 4% 1%
ALT / AST 9% 2% 1% <1% 3%
Pneumonite 1% <1% <1% 3% <1%
Descontinuacao 30% 14% 8% 5% 8%

Wolchok JD et al. N Engl J Med 2017; Reck M et al. N Engl J Med 2016; Balar AV et al. Lancet 2017



Extraido de Soria JC Clin Cancer Res 2015



Imunoterapia

Avaliacao de resposta
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Padrdes de resposta
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Pseudoprogressao
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Aumento > 25% na carga tumoral nao confirmada por segunda
avaliacao em 4 semanas
Precoce: £ 12 semanas
Tardia: > 12 semanas

Extraido de Hodi FS et al. J Clin Oncol 2016



Pseudoprogressao

16 B Lymph node + non-lymph node
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Pseudoprogressao

Non-PD per RECIST and irRC
PD per RECIST, non-PD per irRC
PD per RECIST and irRC
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Sobrevida global 2 anos: 77.6% vs 37.5% vs 17.3%

Extraido de Hodi FS et al. J Clin Oncol 2016



RECIST 1.1 vs iIrRC

RECIST 1.1 iIrRC

Medida Unidimensional Bidimensional
LesOes-alvo 5 15
LesOes novas Progressao Adicionadas ao baseline

Resposta parcial

Reducao > 30%

Reducao > 50%

Progressao de doenca

Aumento > 20%

Aumento > 25%

Confirmacao em 4s

Desnecessaria

Necessaria

Hodi FS et al. J Clin Oncol 2016



RECIST 1.1 vs iIrRC

RECIST 1.1 iIrRC
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RECIST 1.1 vs iIrRC

Estima-se que o uso do RECIST na
avaliacao de resposta em
imunoterapia subestime o beneficio

do tratamento em cerca de 15% dos
pacientes

Hodi FS et al. J Clin Oncol 2016



Imunoterapia

Biomarcadores preditivos
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PD-L1
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Events/patients (n) Hazard ratio (95% Cl)

Sex
Male 332/634 —— 0-65 (0-52-0-81)
Female 189/399 —— 0-69 (0-51-0-94)
Age (years)
<65 317/604 —i— 0-63(0:50-0-79)
265 204/429 —— 0-76 (0-57-1.02)
ECOG performance status
0 149/348 —— 073 (0-52-1-02)
1 367/678 —— 0-63 (0-51-078)
PD-L1 tumour proportion score
250% 204/442 —i— 0-53 (0-40-070)
1-49% 317/591 — . 0-76 (0-60-0-96)
Tumour sample
Archival 266/455 S — 070 (0-54-0-89)
New 255/578 —— 0-64(0-50-0-83)
Histology
Squamous 128/222 — 0-74 (0-50-1-09)
Adenocarcinoma 333/708 —m— 0-63 (0-50-0-79)
EGFR status
Mutant 46/86 = 0-88 (0-45-1.70)
Wild-type 447/875 . 0-66 (0-55-0-80)
Overall 521/1033 —— 0-67 (0-56-0-80)
T 1
01 1 10
<+— —>
Favours pembrolizumab Favours docetaxel

Extraido de Herbst RS et al. Lancet 2016



PD-L1

Hazard Ratios for Disease Progression or Death in Biomarker Subgroups

Median
Progression-free
Survival (mo)

ABCP

Population

ITT population

Patients with EGFR or ALK
genetic alternations

WT population
PD-L1 subgroups (in the WT population)
TC3 orIC3
TC1/2/3 or IC1/2/3
TC1/2 orIC1/2
TCO/1/2 and 1C0/1/2
TCO and ICO
Teff subgroups (in the WT population)
High gene-signature expression
Low gene-signature expression

No. of
Patients
(%)

300 (100)
108 (14)

692 (87)

135 (20)
354 (51)
224 (32)
557 (80)
338 (49)

284 (43)
374 (57)
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9.7
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12.6
11.0
83
8.0
7.1

11.3
7.3

BCP
6.8
6.1

6.8

6.8
6.8
6.6
6.8
6.9

6.8
7.0

Hazard Ratio (95% Cl)

—— i 0.61 (0.52-0.72)
* ! 0.59 (0.37-0.94)
I
I
—— i 0.62 (0.52-0.74)
I
I
V'S : i 0.39 (0.25-0.60)
- <& | ! 0.50 (0.39-0.64)
4 ' i 0.56 (0.41-0.77)
——— ! 0.68 (0.56—0.82)
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Extraido de Socinski SA et al. N Engl J Med 2018



dMMR = MSI-H
Tmutacoes
¥

NTMB
(Tumor mutational burden)



Objective Response Rate (%)
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Extraido de Yarchoan M et al. N Engl J Med 2017
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TMB

Formation of
neoantigens
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TMB

Formation of
neoantigens

Frequently
Occasionally
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TMB
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Biomarcadores preditivos

v PD-L1

v TMB

Gibney et al. Lancet Oncol 2016



Biomarcadores preditivos

v PD-L1

v TMB

v' Infiltracao linfocitaria

v’ Clonalidade dos receptores de células T

v’ Painel de neoantigenos

v’ Expressao génica no microambiente tumoral

v Imunohistoquimica multiplex

Gibney et al. Lancet Oncol 2016



Imunoterapia

<X X X X X X

Perspectivas



“Sinapse immune”

T cell

Costimulatory <

Coinhibitory <

APC
P
OX40 0X40L
cD27 CD27L
CD137 CD137L
ICOS B7RP1
CD28 CD80 CD86
.
TCR MHC
=
CTLA-4 CD80/CD86
PD1 PD-L1/PD-12
CD80 PD-L1
BTLA HVEM
TIM3 GAL9

Extraido de Coana et al. Trends Mol Med 2015



Perspectivas

v’ Adoptive T cell therapies
v CAR-T cell

v Tumor infiltrating lymphocytes (TILs)

v TCR-T cell



CAR T cell therapy

Patient with
cancer
Blood Transduce with @ Infuse into
withdraw| CAR/TCR patlent
 ——

- ,’/’ .‘V"(‘
Peripheral
é destruction

CAR/TCR
transduced T cell

Extraido de Kishton RJ et al. Cell Metabolism 2017



CAR T cell therapy

Before Infusion After Infusion

Before Infusion After Infusion

Extraido de Brown et al. N Engl ] Med 2016



Tumor infiltrating lymphocytes (TILs)

Patient with
cancer

Tumor-specific
T cell

Tumor )t , In vitro
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Extraido de Kishton RJ et al. Cell Metabolism 2017



LETTERS

naturc(eii .
https://doi.org/10.1038/s41591-018-0040-8 me Cme

Immune recognition of somatic mutations leading
to complete durable regression in metastatic
breast cancer

Nikolaos Zacharakis', Harshini Chinnasamy’, Mary Black’, Hui Xu', Yong-Chen Lu®", Zhili Zheng’,
Anna Pasetto’, Michelle Langhan’, Thomas Shelton’, Todd Prickett', Jared Gartner’, Li Jia',
Katarzyna Trebska-McGowan?, Robert P. Somerville', Paul F. Robbins’, Steven A. Rosenberg'™,
Stephanie L. Goff' and Steven A. Feldman'

Extraido de Zacharakis N et al. Nature Med 2018



22 months
Pre-treatment post-treatment

Extraido de Zacharakis N et al. Nature Med 2018



TCR T cell therapy

%
L




#ﬁi l~|—l—-"




=1 1 [T =

.Quimioterapiaj




Radiacao

Quimioterapia;



Terapia
sistémica




Radiacao

T E—

e

Terapia
sistémica

Imunoterapia



AAndraded@mdanderson.org




