PERSPECTIVAS
EM ONCOLOGIA | X

18, 19 e 20 FEVEREIRO 2021
EDICA® V|RTUAL

O 2 AVM'*



. | ' PERSPECTIVAS EM ONCOLOGIA | X

18, 19 e 20 FEVEREIRO 2021 EDICA® V|RTUAL
o

V/ ,
V)

Imunoterapia no tratamento do
mesotelioma pleural e no

cancro de pequenas células do pulmao

www.heldernovaisbastos.pt

A ‘ 18 de Fevereiro de 2021




APC

Tremelimumab

Pembrolizumab Atezolizumab

M Nivolumab ___iieeror g

|

Inibicao da proliferagao e fungao
das células T

Adaptado de Pardoll DM, Nat Rev Cancer, 2012
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Pistas para o sucesso da imunoterapia no Mesotelioma

Mansfield et al. J Thorac Oncol. 2014 Jul;9(7):1036-1040
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Robinson et al. Lung Cancer 32 (2001) 197-201

* Expressao PD-L1 em ~40% dos mesoteliomas
* Expressdao PD-L1 associa-se ao tipo sarcomatdide e a mau progndstico
* Ainfiltracado linfocitaria associa-se a melhor progndstico




Network®

Ressecavel—>

Estadio I-IlIA

epitelioide

Irressecavel

ggtrgopnrzlhensive NCCN Guidelines Version 1.2021
NCCN Rt Malignant Pleural Mesothelioma

Pleurectomia/descorticacdo ou pneumectomia extrapleural

+ QT neoadjuvante ou adjuvante
+ RT do hemitdrax

PS 0-2

Estadio IlIB-IV
ou histologia

sarcomatoide

v

PS3-4 ——

Terapia sistémica 12 L

Preferida

* Cisplatina + Pemetrexed

* Cisplatina + Pemetrexed + Bevacizumab = Beva-MT
* Nivolumab + Ipilimumab

Outros recomendados

* Carboplatina + Pemetrexed

* Carboplatina + Pemetrexed + Bevacizumab - Beva-MT
* Cisplatina + Gencitabina

* Pemetrexed

* Vinorelbina

Terapia 22L

Nivolumab + Ipilimumab
Pembrolizumab
Pemetrexed

Gencitabina

Vinorelbina

Melhor tratamento de suporte




Sinergia entre Nivolumab e Ipilimumab

Ipilimumab (anti-CTLA-4)

Induz resposta anti-tumoral de céls T de novo

* Possibilita adaptacao ao tumor em evolugao

* Promove a emergéncia de céls T de memoria

* Provoca o aumento compensatério de PD-L1 tumoral

; .
/.~ Antigen
47 7

Adapted from Weber J. J Cancer Immunol Immunother. 2009;58:823-830.

1
Activation
(cytokines, Iysi#, proliferation,
migrationito tumor)

Nivolumab (anti-PD-1)

Restaura funcao anti-tumoral das céls T

* Aumenta a resposta de céls T pré-existente

* Aumenta a producéao de citocinas

Antigen

TCR \ MHC "

"\
Tumor
A S cell
> 3 .
Anti-PD-1/PD-L1 \ila y
oo ) \
PD-L2
Anti-PD-1

PD-1 pathway

Adapted from Pardoll DM. Nat Rev Cancer. 2012;12:252-264.



Checkmate 743 Phase 3 RCT: Nivo+ipilimumab vs Platino/Pemetrexed 1L em mesotelioma
pleural maligno irresecavel

n=303 ( Nivolumab 3 mg/kg q2w
+
Key Eigibilty Critoria | ipilimumab 1 mg/kg 6w | NIVO+IPI | Platino+Pem
« Unresectable pleural = L (forup to 2 years) )
mesotheliomap w DCR 7660/0 851 ‘Vo
* No prior systemic therapy . . .
- ECOG performance status 0—1 cisplatin/carboplatin + pemetrexed ORR 40% 43%
Q3W (6 cycles)
n=302 \
100 &~ Duration of response
9 NIVO +IPI Chemo
(n=303) (n=302)
80 Median PFS, mo 6.8 7.2 100
(95% Cl) (56,74)  (6.9,8.0) =
HR (95% Cl) 1.00 (0.82,1.21) S
< 60 g 807
é [
* 2 60 -
& 40 - 4
<40 1 : 32%
20 2 = NIVO + IPI
2 20 - | |
© | |
0 . o : !
0 3 0 T T T T T T T T T T T 1
Months 0 3 6 9 12 15 18 21 24 27 30 33 36
No. atrisk Months
NIVO +IPl 303 198 135 89 64 52 45 36 22 15 7 2 0 NIVO +IPI 120 98 74 54 45 41 37 21 12 8 2 2 0

Baas et al. Lancet. 2021 Jan 30;397(10272):375-386



Checkmate 743 Phase 3 RCT: Nivo+ipilimumab vs Platino/Pemetrexed 1L em mesotelioma

pleural maligno irresecavel

100

80

=60

0S (%

40

20

0

No. at risk

Q

PD-L121%

NIVO +1PI
(n = 232)

Chemo
(n = 219)

Median OS, mo __18.0 13.3
(95% Cl) (16.8, 21.5) (11.6, 15.4)

70%
Q HR (95% Cl) 0.69 (0.55, 0.87)

_ NIVO +IPI

7T
0 3 6 91

T T T 1
2 15 18 21 24 27 30 33 36 39
Months

NIVO +IP1232 207 194 177 157 135 108 93 76 50 24 9 2 O

Non-epithelioid
100 -
NIVO +IPI Chemo
(n=174) (n=75)
80 1 Median OS,mo __18.1 8.8
(95% Cl) (12.2,22.8) (7.4,10.2)
63% HR (95% Cl) 0.46 (0.31, 0.68)
?60 b
X
8
40
NIVO +IPI  Chemo '
100 5 (n=303) (n=302) ! NIVO + IPI
Median OS, mo 18.1 141 20 1 i
(95% Cl) (16.8,21.4) (12.4,16.2) i
80 HR (96.6% CI) 0.74 (060, 0.91) 5
P value 0.0020 i
: 0 T T T T T T : T T T T 1
3 607 : 0 3 6 9 12 15 18 21 24 27 30 33 36 39
8 E No. at risk Months
40 H NIVO +IPl 74 66 59 54 46 38 34 28 24 18 8 5 0 0
20 4 i i © weo-@o NIVO + IPI ———
i i Epithelioid
i ! 100 4
0 T T T : T T T : T T T T 1 NIV Pl he
0 3 6 9 12 15 18 21 24 27 30 33 36 39 80 (N 228 (3
Months 69% (2> ™ (16.8°72.0) (14.5 50.5)
NIVO + 1Pl 303 273 251 226 200 173 143 124 101 65 30 1 2 0 HR (95% ClI) 0.86 (0.69, 1.08)
;\360 -
8
40 | n
! NIVO + IPI
20 ;
O T T T T T T i T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months
NIVO +1PI 229 207 192 172 154 135 109 96 77 47 22 6 2 0
Baas et al. Lancet. 2021 Jan 30;397(10272):375-386
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(n=57) (n=78)
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Checkmate 743 Phase 3 RCT: Nivo+ipilimumab vs Platino/Pemetrexed 1L em mesotelioma
pleural maligno irresecavel

NIVO + IPI
(n=300)
Any Grade | Grade 3—4 | Any Grade | Grade 3—4

Any TRAE 80 30 82 32
TRAESs leading to discontinuation of any

- 23 15 16 7
component of the regimen
Serious TRAEs 21 15 8 6

1 0.4

Treatment-related deaths Pneumonitis, encephalitis, acute HF myelosuppression

» Duracao mediana (IQR) de tratamento foi 5.6 (2.0-11.4) meses no brago NIVO + IPI e 3.5 (2.7-3.7) meses no braco QT

* O TRAEs mais comuns (=15%) foram diarreia e prurido com NIVO + IPI; nduseas, anemia, neutropenia, fadiga, anorexia e
astenia com QT

Baas et al. Lancet. 2021 Jan 30;397(10272):375-386



PrE0505 Phase Il trial: Durvalumab em combinacao com Cisplatina e Pemetrexed 1L para
mesotelioma pleural maligno irressecavel

*

Durvalumab 1120 mg + PR 56.4%
Pemetrexed 500 mg/m?2 + SD Durvalumab 1120 mg

No prior therapy : !
Cisplatin®* 75 mg/m? ; 0
ECOG 0-1 - P g/ - :; - s\ée*r*y 3 weeks until SD 40 /o

Baseline tumorspecimen every 3 weeks x 6 cycles PD 1.8%

°,
55

Unresectable MPM

°,
o

.
£ X4

°,
o

o N =55 0]
> Median |6 month |12 month |24 month =
6.7 months | 69.1% 16.4% 10.9%
°71 N at Risk 38 9 3

N =55
/ Median '\G month |12 month (24 month
20.4 mos |J 87.2% 70.4% 44.2%
47 37 16

N at Risk

Probability of Progression-free Survival
Probability of Overall Survival
(=]

One-sided P=0.0014
compared to historical control

o 6 12 18 24 30 36 o 6 12 18 24 30 36
Month Month

Apresentado na ASCO 2020. Forde et al. J Clin Oncol 38: 2020 (suppl; abstr 9003)



MAPS-2 Phase 2 trial:

Nivolumab vs Nivo+ipilimumab em doentes previamente tratados
(2L) com mesotelioma pleural maligno

I Disease progression [l Partial response Hll Stable disease

- 140
Key Eligibility Criteria : ?‘I('V‘I’\'/“"Z'ab o3 120
* Unresectable malignantpleural ma/kg IV a2w (n=63) Zg‘:";"g";g: s 10 Nivolumab arm (n=59*) <
mesothelioma ( unacceptable “‘:” . EEBEBBE e
« 1-2 priorlines of therapy including Nivolumab 3 mg/kg IV g2w toxicity, up to E 60 - Bi:.. E
pemetrexed/platinum doublet + 2 years & .ol eee, 8
. _ Ipilimumab 1 mg/kg IV qéw £ "IIH I £
ECOG 0-1 Jninnenienhe - - - - - - - - - - - -
(n=62) % 22_ I IIIIII“EE 4ok b b bk b %
2 TR 2
© ©
5 5
HR (95% CI) for OS (Univariate)
Nivolumab (n=63) Nivolumab + Ipilimumab (n=62) LD S 0 R S S S R ) LRI PP B O S B R LR P P
All (n=125)
Patient Number Patient Number
0.94 0.70
Male vs female I | I = |
1.00 0.90 H H -
Age >70vs <70 years I I I " I W_ vao + Ipl (n_62)
. 0.79 , . 134 0
Never smoker vs - . - X 4 (2.8-5.7) PFS (95%Cl), m 5.6 (3.1-8.3)
s . - 1.77, 0.57,
Sarcomatoid/biphasic vs epithelial | ] I - |
! ' 11.9 (6.7-17.4) 0S (95%Cl), m 15.9 (10.7-22.2)
Third-line vs second-line treatment [ 120 } 08 |
(1)
Progressed >3 mo vs <3 mo 0.25, P=0.002| ) 0.83 , 25 (40) DCR’ n (A’) 32 (52)
from pemetrexed ! = !
v)
0.1 available (n<59) y N 11 (17.5) ORR, n (%) 16 (25.8)
e — A — A 14 (22.2) SD, n (%) 16 (25.8)
0 0.5 1.00 1.50 20 0 0.5 1.00 1.50 20
«— «— o
Favors longer OS Favors longer OS 34(54) PDI n (A’) 23 (371)

Scherpereel A et al. Lancet Oncol. 2019;20:239-53



ETOP 9-15 PROMISE-meso: Phase 3 Study of Pembrolizumab vs Chemotherapy in
Previously Treated (2L) Patients With MPM

Key Eligibility Criteria Pembrolizumab 200 mg Q3W IV
for 2 years? or until

* Histologically confirmed MPM progression, lack of tolerability, or patient decision

* Progressing after/on previous platinum-based N=144
chemotherapy IR

» ECOGPS 0-1

« Life expectancy =3 months

* Measurable or evaluable disease according to
RECIST v1.1 criteria

Crossover to
pembrolizumab on
progression permitted

100+ Median OS, 12-month OS,
Treatment arm months (95% Cl) % (95% Cl)

Chemotherapy 124 (7.4-16.1) 51.2 (39.0-62.2)

801
i imi i 107 (76-150) 443 (32.5-554)
|| pembrolizumab | Quimioterapia

607
PFS mediana 2.5 m 3.4 m g
[72]
o
401
ORR 22% 6%* Resultados
i Pembrolizumab
DOR 16m 79 m " mdepe[\dentes da olaumay
: ) expressao de PD-L1
*p=0.004 0 , , , , , , , , , , ,
0 2 4 6 8 10 12 14 16 18 20 22
. Time, months
No. atrisk (censored)
Chemotherapy 71(0) 64 (1) 58 (1) 51(1) 43(1) 37(2) 34(3) 26 (7) 18(12) 9(20) 3(24) 0(27)
Pembrolizumab 73 (0) 66 (0) 55(0) 50(0) 41(1) 36(2) 29 (4) 22(8) 17(11) 12(15)  5(20) 2(23)

Popat et al. Annal Oncol 2020; 31(12):1734-45



12 linha 22 linha

Platino + Pemetrexed +Bevacizu N - [ s
(6 ciclos) mab
ORR 43% ORR 25.8%
PFS 7.2 meses PFS 5.6 meses
OS 14.1 meses O_S +2.7 meses 0OS 15.9 meses
(Cis+Pem+Beva = 18.8m)
Nivolumab + Ipilimumab (até 2 anos) Gencitabina/VNR
v ORR 6%

ORR 40%
PFS 6.8 meses
0OS 18.1 mese

PFS 3.4 meses
OS 12.4 meses (inclui crossover com Pembrolizumab)

PD-L1 21%

Pembrolizumab

ORR 22%

Cis+Pem + Durva (6 ciclos) > Durva PFS 2.5 meses
OS 10.7 meses

ORR 56.4%
PFS 6.7 meses
0OS 20.4 meses
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Avancos no tratamento de CPC
com doenca extensa
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9 i |PCI + RT toracica
Q I’ Indicacdo I |[sequencial
| 1 |
] i |controversa 1 [HR0.73
| |
. ? Topote((:)an (2L) | |(vs vigilancia i |PFS 6m 24% (vs 7%)
| [Platino + | |ORR 18%, : RMN-CE | |0S 2a 13% (vs 3%)
. | Ciclofosfamida, , . . : 0S 6-9 m I por da : :
: doxorrubicina, I EtoPOSIdO : i cada 3—4m) : I
. . . I o
,, vincristing | [ORR 71-94%, | | ! | ] Imunoterapia (2L)

' |(CAV) 1 |0S 8-10 m ! ! : .
| |ORR 57%, ! | : : |
[0S #6.5m | l : l l
| | 1 | | |
| | 1 | | |
| | I | | |
| | 1 | | |
| | 1 | | |
| | I | | |
| | 1 | | |
| | 1 | | |
| | |

1970’s 1980’s 1990’s 2000’s 2010’s 2020’s

Kalemkerian et al. Hematol Oncol Clin N Am 31 (2017) 143-156 (http://dx.doi.org/10.1016/j.hoc.2016.08.005) | Slotman et al. Lancet 2015 | ERS monograph | Farago et al. Transl Lung Cancer Res, 2018 | Socinski MA, et al. J Clin Oncol 2009



Pistas para o sucesso da imunoterapia no CPCP

Central nervous system
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0 IA T
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Sindromes paraneoplasicos imunomediados LEMS e tumores com maior graude  Maior proporcio de céls T effectoras
como o Sindrome miasténico de Lambert-Eaton infiltracao por céls T CD45+ sao (vs. Treg) em sobreviventes >3 anos e
Antigénios co-expressos por CPCP e neurdnios indicadores de melhor prognéstico doente com doenca limitada

saudaveis (HuD, HuC, Hel-N1, etc)

Graus & Dalmau. Nature Reviews Clinical Oncology (2019); Maddison et al. The Lancet (1999); Wang et al. Chest (2013); Koyama et al. Clin Cancer Res (2008)



Pistas para o sucesso da imunoterapia no CPCP

Neoantigen presentation

—

I Inflammatory cells I

: Smoking signature I
- Good prognosis: Increased CD45 PD- on MHC-1 I § SIS

L1, PD-L2, TIM3, LAG3, and FoxP3+TILs, -
macrophages.

- Bad prognosis: Low Teff/Treg ratio,

immature myeloid cells, regulatory B

cells SCLC
Tumor cell

- DNA mutations
- Inflammation

\

PD-L1

.. ¢ ‘
)
o= J
A\ 4 ﬁ Somatic mutations

- High tumor mutational burden

PD-L1 expression
- Benefit from immune-checkpoint inhibitors

- Immune evasion ' e’ y ﬁ( \ -
- Other immune-checkpoints }g N

IAutoimmu ne disorders I

- Inmunogenic antigens shared with target organs

Cales et al. Clinical and Translational Oncology (2019)



Pistas para o sucesso da imunoterapia no CPCP
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Inflammatory cells

- Good prognosis: Increased CD45 PD-
L1, PD-L2, TIM3, LAG3, and FoxP3+TILs,
macrophages.

- Bad prognosis: Low Teff/Treg ratio,
immature myeloid cells, regulatory B
cells

I PD-L1 expression I

- Immune evasion
- Other immune-checkpoints

Neoantigen presentation

i e

r""\\ ® MHC-1 Smoking signature
™ ) -
! 77:,/""/ / - DNA mutations
‘/ - Inflammation
SCLC
Tumor cell
PD-L1
/// - z
Il\/ X
|
H Somatic mutations
\ 4
- High tumor mutational burden
" \) \5 “ - Benefit from immune-checkpoint inhibitors
\ / - | | / ——

Autoimmune disorders

- Inmunogenic antigens shared with target organs

Cales et al. Clinical and Translational Oncology (2019)

PD-L1 >1% em 30% dos CPCP
(vs. 60-70% em CPCNP)

TO
—— PD-L1 positive

0.8 4 —— PD-L1 negative

e p <0.001

0.4 4

0.2 4

Overall survival (Probability)

00 L) T L) L L) L) - L)
0 20 40 60 80 100 120 140

Time (months)

Expressao PD-L1 correlaciona-se
positivamente com doenca limitada e é
um preditor independente de
prognostico mais favoravel

Ishii et al. Journal of Thoracic Oncology 2015



Pistas para o sucesso da imunoterapia no CPCP

Inflammatory cells

- Good prognosis: Increased CD45 PD-
L1, PD-L2, TIM3, LAG3, and FoxP3+TILs,
macrophages.

- Bad prognosis: Low Teff/Treg ratio,
immature myeloid cells, regulatory B
cells

o \—4;" - "\
.zj

PD-L1 expression

- Immune evasion
- Other immune-checkpoints

INeoa ntigen presentation I

SCLC
Tumor cell

Autoimmune disorders

- Inmunogenic antigens shared with target organs

Cales et al. Clinical and Translational Oncology (2019)

\

—

Smoking signature

- DNA mutations
- Inflammation

Somatic mutations

- High tumor mutational burden
- Benefit from immune-checkpoint inhibitors

Table 1. Examples of molecular aberrations in lung cancer

SCLC

Oncogenes
RAS mutation

<1%

| MYC amplification/overexpression

~15-30% |

EGFR mutation

EML4/ALK fusion
ROS1 fusion
LKB1 mutation
HER2 mutation/amplification
PIK3CA mutation/amplification
TTF1 amplification
BRAF alterations
MET mutation/amplification
FGFR1 amplification
SOX2 amplification
Autocrine loops

Tumour suppressor genes

Rare

? rare

GRP/GRPR, SCF/KIT

CDKN2A mutation <1%
[ TP53 mutation ~75-100%|
17p LOH ~80-90%
[ Absent RB1 expression ~90% |
13q LOH ~75%
3p allele loss >90%
9p LOH ~20-50%

ERS monograph (2015)



Pistas para o sucesso da imunoterapia no CPCP
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Pistas para o INSUCESSO da imunoterapia no CPCP

Complicacoes debilitantes, com necessidade
de corticoterapia (SVCS, Mets. cerebrais)

Fenétipo imunossupressivo:

* Baixa expressao MHC classe | (HLA-A, B, C e beta 2-microglobulina)
(evasao da vigilancia imunoldgica)

« Células tumorais e linfocitos infiltrados no tumor (TILs) ndo expressam
MHC classe Il

* O nivel de TILs é baixo

» Baixa expressao PD-L1, TIM3, LAG3 nos tumores

Microambiente tumoral



Quimioterapia
+ Efeito potencial de quimioterapia:

Inibidores PD-1/PD-L1
* N Células apresentadoras de antigénio (APC)

N Expressdo de PD-L1 nas células tumorais
J, Células tumorais

PD-L1

, ™ Células T CD8+
U J Células Treg ou MDSCs

@ ™ Macréfagos

Microambiente tumoral

Lazzari et al. Ther Adv Med Oncol. 2018; 10: 1758835918762094.



National

Comprehensive:  NGCN Guidelines Version 2.2021
NGO Cancer

Network®
a - a -
12 Linha >2° Linha
First-Line Therapy for Extensive-Stage SCLC Maintenance Therapy SCLC SUBSEQUENT SYSTEMIC THERAPY:®
. Rel <6 th
Carboplatin/etoposide/atezolizumab | | i Atezolizumab| | ¢ apies o_?on y

- - i
CarboplatmletoposMe e Durvalumab* [ilj | |ProferredRegimens

« Topotecan PO or [V14-16
Cisplatinletoposidefdurvalumab

* Lurbinectedin37
Carboplatin/etoposide

¢ Clinical trial

Other Recommended Regimens
* Pembrolizumabg*a’ i§jﬁ,gi
¢ Paclitaxel<<:<2
« Docetaxel?4
« Irinotecan2®
» Temozolomide?25:27
« Cyclophosphamide/doxorubicin/vincristine (CAV)14
« Oral etoposide28:29
« Vinorelbine30:31
« Gemcitabine32:33

« Bendamustine (category 2B)34
*0 Nivolumab (category 3)0d.17.18

Cisplatin (75 mg)/etoposide (100 mg)

Cisplatin (80 mg)/etoposide (80 mg)

Cisplatin (25 mg)/etoposide (100 mg)

Carboplatin/irinotecan

Cisplatin (60 mg)/irinotecan (60 mg)

Cisplatin (30 mg)/irinotecan (65 mg) Relapse >6 months

Preferred Regimens
« Original regimend:35.36

Other Recommended Regimen
« Lurbinectedin37

For patients who relapse after >6 months of atezolizumab or durvalumab maintenance therapy,
recommend re-treatment with carboplatin + etoposide alone or cisplatin + etoposide alone.



IO em 12 linha no tratamento de CPCP

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

First-Line Atezolizumab plus Chemotherapy
in Extensive-Stage Small-Cell Lung Cancer

L. Horn, A.S. Mansfield, A. Szczesna, L. Havel, M. Krzakowski, M.J. Hochmair,
F. Huemer, G. Losonczy, M.L. Johnson, M. Nishio, M. Reck, T. Mok, S. Lam,
D.S. Shames, J. Liu, B. Ding, A. Lopez-Chavez, F. Kabbinavar, W. Lin, A. Sandler, N Engl J Med 2018
and S.V. Liu, for the IMpower133 Study Group*

Durvalumab plus platinum-etoposide versus
platinum-etoposide in first-line treatment of extensive-stage
small-cell lung cancer (CASPIAN): a randomised, controlled,
open-label, phase 3 trial

Luis Paz-Ares, Mikhail Dvorkin, Yuanbin Chen, Niels Reinmuth, Katsuyuki Hotta, Dmytro Trukhin, Galina Statsenko, Maximilian ] Hochmair,
Mustafa Ozg(jroglu, JunHo Jj, Oleksandr Voitko, Artem Poltoratskiy, Santiago Ponce, Francesco Verderame, Libor Havel, Igor Bondarenko,
Andrzej Kazarnowicz, Gyorgy Losonczy, Nikolay V Conev, Jon Armstrong, Natalie Byrne, Norah Shire, Haiyi Jiang, Jonathan W Goldman, for the

CASPIAN investigators* Lancet 201 9




IMpower133: Atezolizumab + Carboplatino/Etoposido (1L) em CPCP (doenca extensa)

Horn et al. NEJM 2018

Tratamento de indugéo (4-6 ciclos q3w) Tratamento de manutengéao

Carboplatina AUC 5 (D1) + Perda de

: Atezolizumab beneficio
m m
SCLC doenga extensa e S L 1200 mg (q3w) clinico /
ECOG PS 0-1

Metastases cerebrais estaveis,
assintomaticas ou tratadas permitidas

Atezolizumab 1200 mg (D1) toxicidade

- Perda de
Sem QT prévia GEZIE)) oy
. . beneficio
Carboplatina + Etoposido Placebo "
clinico /
toxicidade
A Overall Survival B Progression-free Survival
100+ Rate of Overall Survival at 12 Mo 100 Rate of Progression-free Survival
90+ Atezolizumab 51.7% (95% Cl, 44.4-59.0) 90 at6 mo at 12 mo
= 304 Placebo 38.2% (95% Cl, 31.2-45.3) 3 sl Atezolizumab  30.9% (95% Cl, 24.3-37.5)  12.6% (95% Cl, 7.9-17.4)
! Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91) =X Placebo  22.4% (95% Cl, 16.6-28.2) 5.4% (95% Cl, 2.1-8.6)
'9>, 704 P=0.007 3 g 70 Stratified hazard ratio for disease progression or death,
T 60 (o) 9 -7 i 0.77 (95% Cl, 0.62-0.96)
g 917 Yo $g P=0.02
I e i i a® 50f--———————-- o i
; b | A 5_9 1|} Median in the atezolizumab group,
> 404 "% £y 40 e 5.2 mo (95% Cl, 4.4-5.6)
P ! (7] | |
S 304 0 n 3 |
2 nao 30 |
® | 38'2 /0 Atezolizumab 5 S Medianinthe | |
o 20 . | 2 0 204 laceb [ 1
| I . 4‘; placebo group, H 1
10 Median in the placebo group, | } Median in the atezolizumab group, Placebo o 10 4.3 mo 2 - Atezolizumab
9 10.3 mo (95% Cl, 9.3-11.3) I 12.3 mo (95% Cl, 10.8-15.9) (95%Cl, 4.2-45) | Placebo —
: : | : J : ! . ! J ! . J ! J J : ! J J J ! J y 0 T T E T | ; T T T I T T T T T T T T | T T T T 1
01 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 001 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24
Months
Months

Sobrevida global 10.3 vs 12.3 meses PFS 4.3 vs 5.2 meses

*  5(2.5%) no grupo Atezolizumab com resposta completa vs 2 (1%) no grupo placebo
* Expressao PD-L1 ou TMB nao tiveram impacto nos resultados
* Sem aumento dos efeitos adversos relativamente ao expectavel para cada agente utilizado isoladamente




CASPIAN: Durvalumab + Platino/Etoposido (1L) em CPCP (doenca extensa)

Paz-Ares, L. et al., Lancet 2019

Doentes com CPCP-DE (T3-4 ou M1)
sem terapéutica sistémica prévia
ECOG PS 0-1

Metdstases cerebrais estaveis,
assintomdticas ou tratadas permitidas
Esperanca de vida 212 semanas
Doenga mesuravel pelo RECIST v1.1

Estratificado de
acordo com o
agente de platina

Durvalumab + EP* Durvalumab
Durvalumab 1500mg g3w até 4 ciclos 1500mg g4w até progressao

EP*

A Irradiagdo craniana opcional
Q3w até 6 ciclos s P

Durvalumab + Tremelimumab + EP*

Endpoint Primdrio:
* OS

Endpoint Secundario:
« PFS
* ORR
Seguranga & Tolerabilidade

; Durvalumab « HR QoL
N=805 (randomizados em planeamemto 9 i — B N Qo
( ) (crboplatina vs Durvalumab 1500 mg + tlremfellmumab 75 mg + 1500mg gdw até progressdo
cisplatina) EP g3w até 4 ciclos
: : P Durvalumab + EP EP : :
Overall Survival (Endpoint Primdrio) — = - Progression Free Survival Durvalumab + EP EP
Events, n/N (%) 155/268 (57.8) 181/269 (67.3) Eves N 0 226268 (843) 3397269 @55)
mOS, months (95% Cl) 13.0 (11.5-14.8) 10.3 (9.3-11.2) mPFS, months (95% CI) 51(47-62) 54(48-62)
107 HR (95% C) 0.73 (0.591-0.909) 10+ HR (85% O 0.78 (0.645-0.936)
val 0.0047
0.8 e ue. - - - « PFS was not formally tested for statistical significance
Q * Median duration of follow-up in censored patients as of %] 089 « 56.8% of patients in the control arm received 6 cycles of EP
.,C_) 11 March 2019 (data cut-off): 14.2 months (range 0.1-23.1) g
S 06+ 53.7% ‘G 0.6
= ‘ >
= =
T 04+ 33.9% ] 04+
S | : 8
* 02 | 39.8% ; . 17.5%
‘ | 24.7% 47%
00 1 T L] L) T T L] 1 00 T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk
Durvalumab + EP 268 244 214 177 116 57 25 5 0 Durvalumab + EP 268 220 119 54 34 22 10 0 0
EP 269 242 209 153 82 44 17 1 0 EP 269 194 109 30 9 7 0 0 0

Sobrevida global 10.3 vs 13 meses

* Beneficios idénticos ao IMpower 133 (Atezo+EP)

PFS 5.4 vs 5.1 meses

* N3do se verificou uma interacdo significativa entre a OS e a expressao de PD-L1 como varidvel continua (TC, p=0.54; IC, p=0.23)
* Ocorréncia de efeitos adversos foi idéntica entre grupos: 31% (22% grau 3-4) Durva+EP vs 36% (26% grau 3-4) EP




IMpoweri33 & CASPIAN

O prognostico de doentes com metastizacao cerebral nao é significativamente melhorado com
a imunoterapia

Idade, ECOG-PS 0 (vs 1) e LDH <LSN (vs >LSN) foram identificados como factores de
prognodstico preditores para alcancar a fase de manutencdao com Atezolizumab (Impower133)

s DurvalumabplusEP  EP Hazard ratio
H H H 3 events/patients (n)  events/patients (n) (95% )
Figure 2. OS by Baseline Characteristics
All patients 155/268 181/269 — 073 (0:59-0-91)
Planned platinum
Carboplatin 121/201 145/201 — 070(0-55-0-89)
Modian OS (months) 0S HR* Cisplatin 34/67 36/68 _— 0-88 (0:55-1-41)
Subgroup Atazolizumab+CP/ET Placabo+CPET (95% C Age (years)
<65 95/167 105/157 — 074(056-0-98)
Maka (n = 2E61) 122 109 —— 083 P63 1.1y 265 60/101 76/112 —_— 075(0-54-1.06)
Fomaka (n = 142) 126 [ —_———————— 054 D43, 094) Sex
<65 yaars =217 hHA L ns —t— 094 D68 128 Men 123/190 131/184 —_— 076 (0-58-0-97)
= 685 youes (0 = 158) 4 26 —— 050 P42, 030 Women 32/78 50/85 —_— 063 (0-40-0.98)
EcOsEsop- 10) ®E 128 [ 073 P48 1.1 WHO performance status score
ECOGPS1hn= nsz 03 ——h 078 PEn 1 o 5199 5590 e 071(0-48-1.04)
— | 76 (0-59-0-
Brain n-x: 85 T N 098 P4 2.01) 1 104/169 126/179 076 (0-59-0-99)
No brahn motastases (n - 358) 126 104 ———— 074 P58 034) Smoking status
Smoker 141/246 171/254 e 072(058-091)
Liver matestases = 143 93 7.8 ——— 075 P.62, 1.01 § )
No Wer n =254 183 12 [ 0.7E .56 1.01) Nor_\ smoker 14/22 10/15 0-90 (0-40-211)
Brain or CNS metastases
bTMB < %0 (n = 134) ne 0.4 - 0.73 .49, 1.08) Yes 17/28 20/27 _— 069 (035-1:31)
bTME = 10 (n= 212 we na ——] 073 P53 100 No 138/240 161242 — 074(059-093)
bTME < 16 (n = 258 125 100 ——h 070 D60, 1.08) — AJCCaRease Stage at diagnosis
DTME = 16 (n = 80) ma ns — 0SB .34, 099 Stage Il 15/28 13/24 0-92(0-44-1.98)
T N - 403) 123 103 0.78 (0,60 to 0.95) 'Stt:(g: v 140/240 168/245 —_—— 073(058-0-91)
025 25 i - .
R Asian ) 18/36 24/42 0-81(0-43-1-49)
Non-Asian 137/232 156/226 —— 073(058-0.92)
Favors Atszolizumab+CP/ET  Favor=s Plhosbo+ CP/ET Region
Asia 17/35 23941 s 082(0-43-1.54)
Europe 120200 142/205 —_—— 072(056-0-92)
North America and South America 18/33 16/23 072(037-144)
* Hazard ratios (HRs) are unstratified for patient subgroups and are siratified for the ITT population. o5 10 20
Clinical cutoff date: January 24, 201 9. bTMB, blood-based tumor mutational burden; ECOG PS, Eastern Favours duwamm‘ - me:gp
Cooperative Oncology Group performance status.

BARCELONA congress
Abstract 17360 (Martin Reck, Germany) 2019 m Paz-Ares, L. et al., Lancet 2019



KN-604:

Pembrolizumab + Platino/Etoposido (1L) em CPCP (doenca extensa)

Duration of Response

Pembrolizumab 200 mg (d1) Pembro-EP  Placebo-EP 100= p—
Key Eligibility Criteria % Pembrolizumab No22e N=225 10 PeriroEP TTme (10038 07]
e Fivprals WUl (1) 200 mg on d1 ORR, % (95%CI 706% 61.8%
» Stage IV SCLC (AJCC 7thed) AL ) - Placeto-£P 37 mo (1442904
g + for up to 31 Q3W cycles 164.2-.78.4) (55.1-88.2) *
« No prior systemic therapy Carboplatin AUC 5 (d1) OR + ’ ) s 704
« ECOG PS0 or 1 Cisplatin 75 mg/m? (d1) Optional PCI® Bestresponse. n (%) i 0 2w st
for 4 Q3W cycles = 3w
* Provision of a sample for - CR 4(1.8%) 2(0.8%) S 0
biomarker assessment Placebo (normal saline) (d1) eR 167(88.8%) 137 (60.6%) £ ‘™
* No unstable brain + Placebo (normal saline) o : ’ g =
metastases? Etoposide 100 mg/m? (d1-3) on d1 SD 40(17.5%) 56 (24.9%) 04
- Ad t functi b for up to 31 Q3W cycles .
Lif:‘:‘;::c‘:ﬁz; Sy Carboplatin AUC 5 (d1) OR + PD 8(35%) 12(5.3%) N . .
: = Cisplatin 75 mg/m? (d1 i b Y Ty Trereny
fr:)r 4Q3W cgycles( ) Yl 2l NE? 6(26%) 5(2.2%) > 3 6 % |') 1% 1|2 ?‘4 7 WD
Time, manivs
NA® 13(5.7%) 13(5.8%) No. ot rivk .
W1 ol hassine aghy Siansamesd el mese Svabable gt FRIIET 1 1 iy BEN '
Pt ey & N rumm
100 = Pts w/
Event  Median (95% Cl) 10 - pu w
90 Evemt  Medan (95% C1)
Pembro-EP 74.1% 10.8 mo (9.2-12.9) 20+ v—— - a8 mo (4366
- 12-mo rate . o ~ enteo £ % " 5.4)
80 gg;z’ Placebo-EP 83.6% 9.7 mo (8.6-10.7) ) Place a7a% 13m0 (4248)
70 6% -
60 HR 0.80 (95% CI 0.64-0.98) "
R P =0.0164 2 o1 1200 rate
o 504 6 0 159 HR 0.73 (95% C1 0.60-0.88)
© 40+ 24-mo rate L A0% ! )
22.5% 404 13-m0 rate
204 11.2% 20
20 o TR TR R 04
104 ST 10+
C T T T L T T T T T T T T L T T T T L T T T T T T T L T 1 I: . . L L
0 3 6 9 12 15 18 21 24 27 30 33 0 3 N X
No. at risk Time, months No. a1t riek Time, months
228 201 175 132 102 87 60 3 15 3 1 0 e . . X :
225 212 170 123 89 63 44 19 8 3 0 0 -

Rudin et al. J Clin Oncol 2020;38:2369-2379 (Presented at ASCO 2020)




12 linha

Etopdsido+Platino
(4-6 ciclos)

ORR 58-64.4%
PFS 4.3-5.4 meses
0OS 9.6-10.3 meses

EP+Atezo (4-6 ciclos) > Atezo

ORR 60.2%
PFS 5.2 meses
0OS 12.3 meses

EP+Durva (4 ciclos) > Durva

ORR 68%
PFS 5.1 meses
0OS 13 meses

EP+Pembro (4 ciclos) > Pembro

ORR 70.6%
PFS 4.8 meses
OS 10.8 meses

22 linha?

Combinacao QT+IT com beneficio modesto na OS
Expressao PD-L1 e TMB nao sao preditores de resposta a IT

Sem aumento dos efeitos adversos relativamente ao expectavel
para cada agente utilizado isoladamente




KEYNOTE-028: Phase 1b multicohort study of Pembrolizumab for PD-L1+ solid tumors (ES-SCLC)

Key Eligibility Criteria

+ SCLC

+ Failure of or inability to receive
standard therapy N=24

« ECOGPSOori

* =1 measurable lesion

* PD-L1 positivity

* No autoimmune disease or Response assessed every 8 weeks for 6
interstitial lung disease months, and every 12 weeks thereafter

Pembrolizumab
10 mg/kg IV Q2W

for 24 months

KEYNOTE-158: Phase 2 study of Pembrolizumab in patients with progressive SCLC

Key Eligibility Criteria

» Unresectable and/or metastatic SCLC

* Progression on or intolerance to
standard therapy

« ECOG PSOor1 N=107

* =1 measurable lesion

« Evaluable tumor sample for biomarker
assessments

Pembrolizumab 200 mg

(Q3W for 2 yearsP or until
progression,© intolerable
toxicity, or study withdrawal)

* No autoimmune disease or
noninfectious pneumonitis

Response assessed every 9 weeks for 1 year,
and every 12 weeks thereafter



KEYNOTE-028/-158 combined analysis: Pembrolizumab apds =2 linhas (3L)

* 83 doentes (KN-028, n=19; KN-158, n=64)
*  PD-L1-positive tumors 47 (57%)

. 100
S 904 Median (range)
3 NR (4.1 to 35.8+
100 KEYNOTE-028 2 801 ( )
80 I KEYNOTE-158 8 7041
* o0 PD 54.2% R g 60 S —
3 40 SD « 907
3 . Nen. o 6 | :
g 2 pemannanatd NCRNOITDY s zom nmrinoreae c 3ol 61% dos respondedores tiveram resposta >18m
§ © SD 18.1% T 20 9.6% com EA grau =3
", ’ =]
:; jg -------------------------------- -30% Tumor reduction [a] 12-
= o T T T T T T T T T T T T
§ 60 ORR 19.3% 0 3 6 9 12 15 18 21 24 27 30 33 36
© 80 CR 2.4% Time, months
-100 PR 16.9% No.atrisk 16 16 15 13 10 9 9 8 3 2 2 1 0
- 100
Median (95% Cl) Median (95% Cl)
80 80 -
60 - - 60
8 £
40 40 -
20 ! 20-
56.3% 34,39 L 207% 26.5% 16.9% 1319
0 T T 1 T T T T T T T 1 0 T T T T T T T T T T T 1
0 3 6 9 2 15 18 20 24 27 30 33 3 0 3 6 9 2 15 18 21 24 27 30 33 3
Time, months Time, months
No. at risk 83 64 4 338 28 %5 2B 20 15 4 2 2 2 No. at risk 8 B 2 18 14 1 11 10 4 2 2 2 1

Chung et al. ) Thorac Oncol. 2020 Apr;15(4):618-627



Pembrolizumab: expressao de PD-L1 como preditor de resposta

Clinical Study ORR® DOR PFS oS

KEYNOTE-028" 33.3% 19.4 mo 1.9 mo 9.7 mo
(phase 1b; PD-L1+ only) (95% ClI, 15.6-55.3) (3.6+1020.0+4) (95% CI, 1.7-5.9) (4.1-NR)
KEYNOTE-158? (phase 2; 18.7% NR 2.0 mo 8.7 mo

any PD-L1 expression)

(95% Cl, 11.8-27.4) (2.1+ to 18.7+ mo) (95% Cl, 1.9-2.1) (5.6-12.0)

KEYNOTE-158 (n=107)
>2 linhas QT prévia: 57%

39% PD-L1 positivos
47% PD-L1 negativos
14% nao avaliavel

1. Ott PA, et al. J Clin Oncol. 2017;35(34):3823-3829. Pembro 10 mg/Kg q2w
2. Chung HG, et al. J Clin Oncol. 2018;36(15S):8506. Pembro 200 mg g3w

66.0% 53.1%
100- . . : .
~ 90- E48.3/o 330'7/"
= 80- :
S 701 PD-L1 (+)
e 601 0S 14.9
8 50- (95%Cl 5.6-NR)
= 40 :
S 30 :
z % : PD-L1 ()
10- 5 0S 5.9
0 . (95%Cl 3.3-10.1)
0 3 6 9 12 15 18 21 24
No. at risk Time, months

PD4L 1-positive 42
PD-L1-negative 50

- - 16

. 44 -
20 4 13 ( 0



CheckMate 331: Nivolumab vs Quimioterapia no CPCP recorrente (=2L) —

Key eligibility criteria
LD- or ED-SCLC at diagnosis
» Relapse after platinum-based 1L
chemotherapy?
ECOG PS 0-1

Stratification factors
» Response to prior platinum-based

treatment (sensitive vs resistant?)

» Brain metastases at baseline

Nivolumab
240 mg Q2W
n =284
Rc
1:1 7

Chemotherapy:
topotecan (IV or oral)dor

amrubicin Ivef

ensaio randomizado fase 3 sem ocultacao

Treat until disease
progressiongh or
unacceptable toxicity

Endpoint Primario:

* OS

Endpoint Secundario:
* PFS

* ORR

(yes vs no) n =285
Nivolumab Chemotherapy
(n =284) (n = 285) Nivolumab  Chemotherapy
100 No. of events 225 245 100 (n = 284) (n = 285)
Median OS 7.5 8.4 No. of events 258 235
(95% Cl), mo  (5.6-9.2) (7.0-10.0) Median PFS 14 38
80 . HR (95% Cl) 0.86 (0.72-1.04) 80 - (95% Cl),mo  (1.4-1.5) (3.0-4.2)
6-mo OS = 60% P value 0.11 HR (95% CI) 1.41 (1.18-1.69)
6-mo OS =54%
—_— 60 - <) 60 -
S | 12-mo OS = 37% S
8 I 12-mo OS = 34% i
40 : p o 404 6-mo PFS = 26%
1 S 6-mo PFS =20%
20 i 12-mo PFS = 11%
H » Nivolumab 20 : 12-mo PFS = 10% _
i i Nivolumab
. : e Chemotherapy : i A Chemotherapy
T I T 1 0 T T T f T T T T T T T 1
0 3 6 ® 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Months No. at risk Months
Nivol b 284 209 150 123 99 78 63 49 42 26 9 1 0 :
C;:I:muoma 285 221 161 128 90 62 41 30 22 1 2 0 0 g::/:'-:qu:ab %gg 17:33 2(2) gz %; %1 1; 1? 161 g ? [1] 8

Reck M et al. Randomized Phase 3 Study of Nivolumab Monotherapy Versus Chemotherapy in Relapsed Small Cell Lung Cancer: Results From CheckMate 331. Abstract 489 (ESMO 2018)




CheckMate 331: Nivolumab em =2L com menor ORR, mas maior DOR

PR/CR, %

ORR, %

Nivolumab

13.4/0.4

13.7%

Quimioterapia

16.1/0.4

16.5%

100 4
Nivolumab\, Chemotherapy
(n=39) (n=47)
$ 80 Median DOR 8.3 45
° (95% Cl), mo  (7.0-12.6) (4.1-5.8)
2 60
0
2
c
@ 40
E) Nivolumab
® A A
o 20
Chemotherapy )
0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months
Nivolumab 39 35 26 17 14 12 9 7 5 2 1 0
Chemo a7 34 14 9 4 3 2 1 0 0 0 0

Analise de subgrupos

Subgrupo 0OS mediana, m 0OS mediana, m Unstratified
Nivolumab Quimioterapia HR
LDH < ULN (n = 293) 13.6 11.6 0.70
Platino resistentes (n = 246) 7.0 5.7 0.71
Sem metastases hepaticas 11.2 10.5 0.75
Chineses 11.5 7.0 0.70
Platinum resistant Without liver metastases
100 -§ 100 9
Nivolumab  Chemotherapy Nivolumab  Chemotherapy
5 (n=121) (n = 125) (n=187) (n=177)
80 1 A Median OS 70 57 80 Median OS 112 105
(95% Cl),mo  (4.9-94) (4.7-73) (95% Cl),mo___ (8.2-136) (8.6-11.9)
HR (95% CI) 0.71(0.54-0.94) HR (95% CI) 0.75 (0.59-0.95)
—~ 60 —~ 60
X X
0 7]
o 4 o E
40 40 Nivolumab
20 - Nivolumab 20
Chemotherapy
0 — T T T T — T . I — 0 T LI— T T T LI— T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Months No. at risk Months
) Nivolumab 187 155 118 102 8 68 5 42 36 23 8 1 0
g::’:rl‘";"ab B; i] g? 22 Z ?3 243 1)5 133 z ? g g Chemo 177 146 113 95 67 48 33 24 18 9 1 0 0

Reck M et al. Randomized Phase 3 Study of Nivolumab Monotherapy Versus Chemotherapy in Relapsed Small Cell Lung Cancer: Results From CheckMate 331. Abstract 489 (ESMO 2018)




CheckMate 032: TMB elevado como preditor de resposta ao Nivo+Ipilimumab

Nivolumab Nivolumab + ipilimumab
Low TMB Med TMB High TMB Low TMB Med TMB High TMB
100 Median PFS 1.3 1.3 14 100 Median PFS 1.5 13 78
(95% Cl),mo (1.2, 14) (12,14)  (1.3,27) (95%Cl),mo  (13,27) (12,21 (1.8,107)
75 - 75 4
X
50 - -
j 462
3 O 50 50 4
| o 1-y PFS = 30.0%
40 - ; 25 1-y PFS = 21.2% 5 | ;
3 1-y|PFS = NC }
x 301 282 3 0 — s 1Y PFS=3.1% — 0 —
< ! 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
& 20 Months Months
10 -
| Nivolumab Nivolumab + ipilimumab
0 i . Low TMB Med TMB High TMB Low TMB Med TMB High TMB
n_ 133 78 a2 27 44 25 47 2 100 Median 0S 31 ) 54 100 1 Median 0S 34 36 220
TMB-evaluable Low TMB Medium TMB High TMB (95% CI), mo (2.4,6.8) (2.4,99) (2.8,8.0) (95% Cl), mo (2.8,7.3) (1.8,7.7) (8.2, NR)
%7 1 1-y OS = 62.4%
Il Nivolumab M Nivolumab + ipilimumab X YTk
» 50 50
o 1-y OS = 35.2%
; - 1-y OS = 23.4%
25 , 1y 05 =26.0% 25 1-y OS = 19.6%
1.y 0S =22.1% L
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months Months

Antonia SJ, et al. Impact of Tumor Mutation Burden on the Efficacy of Nivolumab or Nivolumab-+Ipilimumab in Small Cell Lung Cancer: An Exploratory Analysis of CheckMate 032. Abstract 1063 (IASLC 2017)



12 linha

Etopdsido+Platino
(4-6 ciclos)

ORR 58-64.4%
PFS 4.3-5.4 meses
0OS 9.6-10.3 meses

EP+Atezo (4-6 ciclos) > Atezo

ORR 60.2%
PFS 5.2 meses
0OS 12.3 meses

EP+Durva (4 ciclos) > Durva

ORR 68%
PFS 5.1 meses
0OS 13 meses

EP+Pembro (4 ciclos) > Pembro

ORR 70.6%
PFS 4.8 meses
0OS 10.8 meses

2° linha

Pembrolizumab

ORR #30% (PD-L1+
PFS +2 meses

OS 9-10 meses (+15 m se PD-L1+)

Topotecan/CAV

ORR +20%
PFS 3 meses
OS 5.6-7.8 meses

ORR +14% idi

Recidiva
PFS *1.4 meses precoce
OS 7.5 meses

TMB
elevado
ORR +20% y

PFS 13 meses (7.8m se TMB alto)
0OS 7.7 meses (22m se TMB alto)

* Imunoterapia em =22 linha com melhor perfil de seguranca que QT
* Os respondedores a IT tém DOR mais longas

* Expressao PD-L1 pode ser preditor de resposta a Pembro

* Elevado TMB pode ser preditor de resposta a Nivo+Ipil
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