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Lung cancers have a very high
rate of somatic mutations
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Higher mutation rates have been observed in lung cancer
tumors from smokers vs non-smokers

Alexandrov, et al. Nature zoa13



Monoterapia con 10



Pembrolizumab: Largos supervivientes en 12 linea

S 8th TNM IASLC Classification, 4-y OS M1c: ~4-5%
A. Treatment-naive cohort
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KHKEYNOTE-O24: Pembrolizumab vs
Platinmnum-Eased Chemotherapy as
First-Lime T herapy for Advanmnced NSCLC
WVith a PD-L.1 TPS =506

Key Eligibility_Criteria Pembrolizumab
» Untreated stage IV NSCLC 200mg IV Q3W
* PD-L1 TP S 250% (2 years)
 ECOG PS0-1

* No activating EGFR mutation or
AL Ktranslocation

* No untreated brain metastases Platinum-Doublet PD® Pembrolizumab

- No active autoimmune disease Chemotherapy® 200 mg Q3W
requiring systemic therapy (4-6 cycles)

for 2 years

EI'!d Points _ Pemetrexed + carboplatin®
Primary: PFS (RECIST v1.1, blinded Pemetrexed + cisplatin®
. : Paclitaxel + carboplatin
| independent central review) Gemcitabine + carboplatin
Key secondary: OS Gemcitabine + cisplatin
Secondary: ORR, safety

Exploratory: DOR



Overall Survival: Updated Analysis
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KEYNOTE-042

Pembrolizumab 12 LINEA PD-L1 POSITIVO

e ZBAICS BT

KEYNOTE-042: OS in PD-L1 TPS =2 1% Population
(Primary Endpoint)

100 Events, Median OS, 24-Mo DS,
n (%) Mos (95% Cl) *%
Pembrolizumab 371 (58.2) 16.7 (13.9-19.7) 39.3
801 CT A432(68.8] 12.1(11.3-13.3) 28.0

z 60 4
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Lopes G, et al. ASCO 2018. Abstract LBAA4.
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Estudios fase 3 de combinaciones de Inmunoterapia en
12 linea CPNCP EIV

Anti-PD-1/PD-L1

Pembrolizumab  KevnoTE-189

KEYNOTE-407

Nivolumab CheckMate 227

Part 1

CheckMate 227
Part 2

Atezolizumab
IMpower 130

IMpower 131

IMpower 132

IMpower 150

Durvalumab mMysTIC
NEPTUNE

POSEIDON

Stage IV Non squamous NSCLC
N=570

Stage IV Squamous NSCLC
N=560

PD-L121%

Stage IV o recurrent NSCLC

N=2220

Stage IV or recurrent NSCLC
N=480

Stage IV non-squamous NSCLC
N=724

Stage IV squamous NSCLC
N=1021

Stage IV noen-squamous NSCLC
N=568

Stage IV non-squamous NSCLC
N=1202
Stage IV NSCLC
N=1118

Stage IV NSCLC
N=960

Stage IV NSCLC
N=801

Pembrolizumab+Platinum+ Pemetrexed
Placebo+Platinum+ Pemetrexed

Pembrolizumab+Carbo+Paclitaxel (or nab)
Placebo+Carbo+Paclitaxel (or nab)

Nivelumab + ipilimumabk
Nivolumab
Platinum-based chemotherapy
Nivelumab + ipilimumabk
Nivelumab +chemotherapy
Platinum-based chemotherapy

Nivelumak + chemotherapy
Chemotherapy

Atezolizumab + carboplatin + nab-paclitaxel
Carboplatin + nab-paclitaxel
Atezolizumab + carboplatin + nab-paclitaxel
Atezolizumab + carboplatin + paclitaxel
Carboplatin + nab-paclitaxel
Atezolizumab + platinum+ pemetrexed
Platinum + pemetrexed

Atezolizumab + carboplatin + paclitaxel

Atezolizumab + bevacizumab + paclitaxel +
carboplatin

Bevacizumab + paclitaxel + carboplatin
Durvalumab
Durvalumab + tremelimumab
SOC chemotherapy
Durvalumab + tremelimumabl
SOC chemotherapy
Durvalumabk + SOC chemotherapy

Durvalumab + tremelimumab + SOC
chemotherapv
S0C chemotherapy

Primary endpoint: PFS
Primary endpoint: OS5, PFS

Primary endpoints:
OS, PFS

Primary endpoint: PFS, OS

Primary endpoint: PFS, OS
Primary endpoint: PFS, OS

Primary endpoint: PFS, OS

Primary endpoint: PFS, OS

Primary endpoint: PFS, OS
Primary endpoint: OS

Primary endpoint: PFS



Survival

Objetivos teoricos de la Inmunoterapia

Where we are now

Time
- Control

= Targeted therapies

Where we want to be

Survival

Time

—|Immune checkpoint blockade

=== Combinations/sequencing

Adapted from Sharma P, Allison JP. Cell. 2015;161(2):205-214.
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Key Eligibility Criteria Pembrolizumab 200 mg +
*» Untreated stage IV Pemetrexed 500 mg/m? +
nonsquamous NSCLC Carboplatin AUC 5 OR

+ No sensitizing EGFR or Cisplatin 75 mgim?
ALK alteration Q3W for 4 cycles

*ECOGPSOor1
* Provision of a sample for

PD-L1 assessment Placebo (normal saline) + Placebo (normal saline)
Pemetrexed 500 mgim? + for up to 31 cycles
+

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids Q3W for 4 cycles

Carbopiatin AUC 5 OR
Cisplatin 75 mg/m?

Stratification Factors
PD-L1 expression
(TPS <1%vs2
Platinum
(cisplatin vs carboplatin) Pembrolizumab
Smoking history 200 mg QIW
(never vs formericurrent) for up to 36 cycles

‘Percentape oftumor cels with membrances PO-L1 staming assessed using the PO
To be eigbie for cressover, PD must have been verified by binded, mdependent centrsd radolopic review and ol safety crilers had 1o be met

Gandhi KN189 AACR 18. Reck M. IMpower150. ESM02017. Vassiliki A. Papadimitrakopoulou. WCLC2018

Gandhi KN18%

KEYNOTE-189 Study Design (vcro2szasso)

Pembrolizumab

200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/m? Q3W

Pemetrexed
500 mg/m? Q3W

rmix assay. Patests coskd crossover dunng the ndecton or mantenance phases.



KN 129: Pemwbro+Platinum +Pem is superior to KEYNOTE'1 89
Platinum +Pemt tn non-SCC irrespective of PB-LL expression




Gandhi KN18%

(never vs formericurrent)

- AACR 2018 . .
KEYNOTE-189 Study Design (ncTo2578680) IMpower150 study design Mainknance therepy
(no crossover permitted)
Key Eligibility Criteria Pembrolizumab 200 mg + ;;én:rgolézaw'a; Am A
* Untreated stage IV Pemetrexed 500 mg/m? + falLEAd .
ngn::ueamsougNSCLC Carboplatin AUC 6 OR up to 31 cycles Stage IV or Atezolizumab® + ’ Treated with
Cisplatin 75 mg/m? + . i Atezolizumab® :
* No sensitizing EGFR or o i Pemetrexed recurrent metastatic Carboplatiné + Paclitaxel? RSt atezolizumab
ALK alteration Q3W for 4 cycles 500 mg/m? Q3W non-squamous NSCLC 4 or 6 cycles until PD by
«ECOGPSOor1
e Chemotherapy-naive® RECIST v1.1
* Provision of a sample for
PD-L1 assessment F:Jacel:o lnzrgnoaol saline) + Placebo (normal saline) Tumour tissue available Am B or loss of
m m’+ . . .
0 BIOmetc 2 Carbopiatin AUC 8 OR G ) for biomarker testing Atezolizumah® + Atezolizumab® clinical benefit
R ——— A Pemetrexed Any PD-L1 IHC status Carboplatin® + Paclitaxel® .
temic steroid Q3W for 4 cycles 500 mg/m? Q3W | . : :
systemic steroids Stratification factors: + Bevacizumab Bevacizumab AND/OR
Stratification Factors i . Sex 4 or 6 cycles 1 ”
« PD-L1 i | 5 i reated w
e, ::"“).'55“21 . f PD‘L1 IHC expression Arm C (control bevacizumab
+ Platinum j + Liver metastases o B :
(cisplatin vs carboplatin) Pembrolizumab 3 Carboplatin® + Paclitaxel Revachamdhe until PD by
« Smoking history mi‘g’gg?gﬂles X N=1202 / + Bevacizumab® RECIST v1.1

‘Percentape oftumor cels with membrances PO-L1 staming assessed using the PO-L1 M

pharmOx assay.*Patests cosid crossover dunng the ndecton or manisnance phases.

To be sigbie for cressover PD must have been verifed by binded, mdependent centrsd radolbpc review and o safety crilers had 10 be met

Gandhi KN189 AACR 18. Reck M. IMpower150. ESM02017. Vassiliki A. Papadimitrakopoulou. WCLC2018

4 or 6 cycles




Gandhi KN189

KEYNOTE-189 Study Design (NcTo2s78es0) ~ "

Key Eligibility Criteria

* Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

* ECOGPSOor1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

» No pneumonitis requiring
systemic steroids

Stratification Factors
+ PD-L1 expression
(TPS? <1% vs 21%)
* Platinum
[cisplatin vs carboplatin)

+ Smoking history
(never vs formericurrent)

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mgim?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/m? +
Carbopiatin AUC 5 OR
Cisplatin 75 mg/im?

Q3W for 4 cycles

Pembrolizumab

200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles
+

Pemetrexed
500 mg/m? Q3W

Pembrolizumab
200 mg Q3W
for up to 35 cycles

‘Percentape oftumor cels withmembranoes PO-L1 staming assessed using the POL1 MC 22C) pharmx assay. Putests cosid crossover dunng the ndection or maniseance phases
To be sigbie for cressover PD must have been verifed by binded, mdependent centrsd radolbpc review and o safety crilers had 10 be met

IMpower132: PFS and Safety Results
Chemotherapy-naive
patients with Stage IV
non-squamous NSCLC
without EGFR or ALK

genetic alteration

Stratification factors:

* Sex

+ Smoking status

* ECOGPS

+ Chematherapy regimen

\ N=578 /

Induction therapy

Arm APP?
Atezolizumab
+ carboplatin or cisplatin
+pemefrexed
4 or 6 cycles

Arm PP2
Carboplatin or cisplatin
+ pemetrexed
4 or 6 cycles

Maintenance therapy

)

Atezolizumab?

+ Maintenance

ol | Treatment until
po by
RECIST v1.1
or loss of

Pemetrexed? clinical benefit

IMpower150 study design

Am A
Atezolizumab® +

f Stage IV or \

recurrent metastatic
non-squamous NSCLC
Chemotherapy-naive®
Tumour tissue available
for biomarker testing
Any PD-L1IHC status
Stratification factors:
+ Sex
+ PD-L1 IHC expression
+ Liver metastases

7

Gandhi KN189 AACR 18. Reck M. IMpower150. ESM02017. Vassiliki A. Papadimitrakopoulou. WCLC2018

\ N=1202 /

Carboplatin® + Paclitaxel®

4 or 6 cycles

Am B
Atezolizumah?® +

Carboplatin® + Paclitaxel®

+ Bevacizumab®
4 or 6 cycles

Arm C (control]

Carboplatin® + Paclitaxel®

+ Bevacizumab®
4 or 6 cycles

Maintenance therapy

(no crossover permitted)

Atezolizumab?

Atezolizumab®
+

Bevacizumab*

Bevacizumab®

Treated with
atezolizumab
until PD by
RECIST v1.1
or loss of
clinical benefit

AND/OR

Treated with
bevacizumab
until PD by
RECIST v1.1




Gandhi KN18%

KEYNOTE-189 Study Design (ncTo2s7sese)

Maintenance therapy
(no crossover permitted)

IMpower150 study design

Key Eligibility Criteria Pembrolizumab 200 mg + ;;‘;nbrgolqlzaw'u; Am A
. P d 500 2+ m et
:gr‘\'::ﬁea?nz%gerlglcm (e::‘r;?p::dn AUQ%‘Z'R up to 31 cycles f Stage IV or ~ Atezolizumab® + " Treated with
2 Cisplatin 75 mgim? I : A_tezoll_zumab" '
No sensitizing EGFR or Pisetrened recurrent metastatic Carboplatin® + Paclitaxel® atezolizumab
: :ég;“:;a:i': ! Q3W for 4 cycles 500 mg/m? Q3W non-squamous NSCLC 4 or 6 cycles until PD by
Pl S8 et o Chemotherapy-naive® RECIST vi.1
PD-L1 assessment Placebo (normal sal:no") + Placebo (normal saline) Tumour tissue available Arm B or loss of
e e i e AICEOR or sp o 31 cyciss for biomarker testing R Atezolizumah® + Atezolizumab® clinical benefit
Cisplatin 75 mg/m? Pemetrexed Any PD-L1IHC status Carboplatin® + Paclitaxel® +
g :‘y"s"w""fi“c"‘;":r'gzj':q“‘""g Q3W for 4 cycles 500 mg/m? Q3W 111 sy Bavach e Bavect e AND/OR
Stratification factors: y ":"‘“"“a evaclzuma
Stratification Factors . Sex or cles
« PD-L{ exprassion 2 Treated with
e R Am G fconte] pu-erue
* Platinum : ; + Liver metastases e " d =
(cisplatin vs carboplatin) Pembrolizumab Carboplatln + Paclitaxel Bevacizumah® until PD by
’ lsnmt?/:.?a";:r‘r:'nyﬁcurrm!l '072\1(’9()‘:%5’0:)YZ|€5 \ N=1202 / ® Bevadlumab' REClsT V1'1
*Percentape oftumor cels wih membrances PO-L1 staming assessed using the POLY MC 22C) pharmOx assay “Putests coeld crossover dunng the ndecton or manienance phases. 4 or 6 Wc]es
To be eigbie for cressover, PD must have been verified by binded, mdependent centrsd radolopic review and ol safety crilers had 1o be met
IMpower132: PFS and Safety Results  Induction therapy Maintenance therapy IMpower130 Maintenance
Chemotherapy-naive P (No crossover permitted)
patients with Stage IV (—\
: Atezo + PD or loss
non-squamous NSCLC Arm APP* Stage IV Non- A: Atezollzumat i f clinical
. ; Carboplatin + Atezolizumab - of clinical
without EGFR or ALK Atezolzumab Atezolizumab? Squamous NSCLC Nab-Paciitaxsl S benefit
genetic ateration + carboplatin or cisplatin + - Maintenance Chemo naive
+pemetrexed pemetrexed Treatment until P
Stratification factors: 4 or 6 cycles o by Stsr:uﬁcauon o
+ Sex * Sex
+ Smoking status Arm PPt RECISTv1.1 +PD-L1IHC
R ST or loss of expression g :
ECOG PS , Carboplatin or cisplatin b ' inical benefi = B: Carboplatin + BSC 5 PD
» Chemotherapy regimen B — emefrexed clinica + Liver mets. Nab-Paclitaxel
4 or 6 cycles =715

\ N=578 /

—

Gandhi KN189 AACR 18. Reck M. IMpower150. ESM02017. Vassiliki A. Papadimitrakopoulou. WCLC2018




Gandm KN189

KEYNOTE-189 Study Design (ncro2srasso) ™

Key Eligibility Criteria

*» Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

«ECOGPSOor1

+ Provision of a sampie for
PD-L1 assessment

* No symptomatic brain
metastases

= No pneumonitis requiring
systemic steroids

Stratification Factors
+ PD-L1 expression
(TPS* <1% vs 21%)
* Platinum
(cisplatin vs carbopiatin)

+ Smoking history
(never vs formericurrent)

*Perceniage oftemar cels with membrantes PO-L1 staming sssessed useg the POLI

Pembrolizumab 200 mg +
Pemetraxed 500 mg/m’ +
Carboplatin AUC 6 OR

Cavboplaun AUC 5 OR

Pembrolizumab

200 mg Q3W for

up to 31 cycles
+

Pemetrexed
§00 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles
*

Pemetraxed
500 mg/m? Q3W

Pembrolizumab
200 mg Q3W
for up to 36 cycles

orosaover durng the ndecton or mantenance phases

assay Patests cowd
To be tigtie for cressvver, PD must Rave besn rv'rd Uy binded  edependent Certry IM’( revew and Il u't y Critera had 10 be mel

POSITIVE

SLP not OS

IMpower150 study design

Arm A
Atezolizumab® +
Carboplatin® + Paclitaxel®

f Stage IV or \

recurrent metastatic
non-squamous NSCLC
Chemotherapy-naive®
Tumour tissue available
for biomarker testing
Any PD-L1 IHC status
Stratification factors:
+ Sex
+ PD-L1 IHC expression
+ Liver metastases

\ N=1202 /

IMpower130

Stage IV Non-
Squamous NSCLC

Chemo naive
Stratification factors:
* Sex

* PD-L1 IHC

expression
* Liver mets
=715

Carboplatm‘ + Paclitaxel®
+ Bevacizumab*
4 or 6 cycles

Arm C (control]
Carboplatin® + Paclitaxel®

+ Bevacizumab®
4 or 6 cycles

A: Atezolizumab +

Carboplatin +
Nab-Paclitaxel

Maintenance therapy
(no crossover permitted)
Treated with
Atu.olizumab” atezolizumab
until PD by
RECIST v1.1
or loss of
Atezolizumab® clinical benefit
+
Bevacizumab® AND/OR
Treated with
bevacizumab
+ until PD by
Bevcizume RECIST v1.1
Maintenance
(No crossover permitted)
PD or loss
Atezolizumab - of clinical
benefit
BSC - PD
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Paz-Ares KN4O7 ASCO 2018

KEYNOTE-407 Study Design (NcT02775435)

Pembrollzumab 200 mg Q3W +
Key Eligibility Criter Carboplatin AUC 6 Q3W + Pembrolizumab

+ Untreated stage IV NSCLC Paclitaxel 200 mg/m? Q3W OR 200 mg Q3IW
with squamous histology nab-Paclitaxel 100 mg/m? Q1W

ECOGPSOor1 for 4 cycles (each 3 wk)
Provision of a sample for
PD-L1 assessment

No symptomatic brain Placebo (normal saline) Q3W +
metastases Carboplatin AUC 6 Q3W + Placebo

Paclitaxel 200 mg/m? Q3W OR (normal saline) Q3W
nab-Paclitaxel 100 mg/m? Q1W

for 4 cycles (each 3 wk)

for up to 31 cycles

No pneumonitis requiring

systemic sterolds for up to 31 cycles

Stratification Factors
* PD-L1 expression End points

Mgeship it - Primary: PFS (RECIST v1.1, BICR) and OS
+ Choice of taxane

(paclitaxel vs nab-paclitaxel) + Secondary: ORR and DOR (RECIST v1.1,
+ Geographic region BICR), safety

(east Asia vs rest of world)

PD®

BICR, Blinded indepensent central radiohgic review Percentage of 1mar cells with membranous PD-L1 Stainng assessed using the PD.L1 IHC 22C3 phamis assay
Pulwnts coud Crossaver dureg comtnation Swragy of monotherapy 10 be ehgitie for crassover, FD must have bean wetied by BICR and all saluty crtena had 10 be met

Jotte RM, et al. J Clin Oncol 2018; Paz-Ares LG, et al. J Clin Oncol 2018. Hellman MD, NEJM 2018,



Paz-Ares KN4O7 ASCO 2018

KEYNOTE-407 Study Design (ncT02775435)

Pembrolizumab 200 mg Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m? Q3W OR
nab-Paclitaxel 100 mg/m? Q1W

Key Eligibility Criteria

+ Untreated stage IV NSCLC
with squamous histology

+ECOGPSOor1

* Provision of a sample for
PD-L1 assessment

Pembrolizumab
200 mg Q3W

for up to 31 cycles

for 4 cycles (each 3 wk)

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m? Q3W OR
nab-Paclitaxel 100 mg/m? Q1W

for 4 cycles (each 3 wk)

* No symptomatic brain
metastases Placebo

(normal saline) Q3W
for up to 31 cycles

* No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression
(TPS® <1% vs 21%)
+ Choice of taxane
(paclitaxel vs nab-paclitaxel)

End points
« Primary: PFS (RECIST v1.1, BICR) and OS

+ Secondary: ORR and DOR (RECIST v1.1,
BICR), safety

+ Geographic region
(east Asia vs rest of world)

BICR, Blinded independent contral radiolgic review Percentage of 1mor cells with membrancus PD-L1 staining assessod using the PD-L1 IHC 22C3 phanmDx assay
*Patents could Crossaver durng commnation therapy of monotherapy. 1o be wbgitle for crossover, PD must hive bean weeiied by BICR and all saluty critera had 10 be met

Jotte RM, et al. J Clin Oncol 2018; Paz-Ares LG, et al. J Clin Oncol 2018. Hellman MD, NEJM 2018,

PO

IMpower131: Study Design

| Stage IV squamous NSCLC |

+ Chemotherapy naive?
+ ECOGPSOor1
+ Any PD-L1 IHC status

AmA
Atezolizumab +
Carboplatin + Paclitaxel
4 or 6 cycles

Am B
Atezolizumab +

Stratification factors: -
+ Sex

+ PD-L1 IHC expression
+ Liver metastases

Carboplatin + Nab-Paclitaxel
4 or 6 cycles

Arm C (control)

Carboplatin + Nab-Paclitaxel
4 or b cycles

\ N=1021 /

Maintenance therapy
(no crossover permitted)

)

Until PD
per RECIST vi.1
or loss of clinical
benefit

S

e
Until PD

per RECIST v1.1

I

Atezolizumab Eg

Atezolizumab g
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Nivo+Ipi vs QT en 12 LINEA CPNCP TMB > 10 mut/Mb

CheckMate 227: Nivo + Ipi in 1L NSCLC With High TMB (210 mut/Mb)

CM-227: First Results

Response Rate Patients with high TMB (=/> 1: %MB) :
=S TMUITIRANARL B 4O o aa e s ‘ o~
Patients with high TMB (=/> 10 mut/MB) (n2139) (n'_miw)
Median PFS.®* mo 7.2 54
50 - W CR HR® 0.58
45.3 BN PR 97.5% Cl 041,081
40 P=0.0002
e 1y PFS=43% ivolumab +
&£ 30 - 26.9 . wwedog ipiimuma
O 20 1 20 :1-yPFS=13%
) . “A Chemotherapy
10 1 0 . . . : . . . "
0 3 6 9 12 15 18 21 24
0 - No. at risk Months
Nivo + ipi Chemo
n/N: 63/139 43/160 o
PD-1> 1%y TMB > 10 mut

Hellman M et al, AACR 2018



PFS 0s
0S (months) PD-L1 PD-L1 >50%
>50% HR HR

| ORR (%) PFS

(Int vs Cont) (months)

KN 189 410 vs 206 476vs 189 8.8vs4.9 0.52 NR vs 11.3 0.42

ImP150* 400 vs 400 63.5vs48.0 8.3vs6.8 0.59 19.2vs 14.7 0.78 0.48 0.70(NS)

ImP130 451 vs 228 492vs 319

7.0vs 5.5 0.64 18.6 vs 13.8

KN 407 101 vs 103 584 vs 35 48vs 6.4 0.56 159 vs 11.3 0.64 0.37 0.64(NS)
Squamous
ImP131* 343 vs 340 59.4 vs 51.3 6.3vs 5.6 0.71 14.0vs 13.9 0.96 (NS) 0.44 0.56
Al Mystic? 728 vs 364 35.6 vs 37.7 4.7 vs 5.42 0.87 16.3vs 12.9 0'7(?:.(8)‘85 0.76

histologies

CM227* 139 vs 160 463vs 269 7.2vs54 0.58 23vs 16 0.77(NS)




¢Como podemos seguir
aumentando la SG en CP?




¢Como hemos conseguido aumentar la SG?

New treatment
options:

Treatment < Importance of histology
eYOIution | % Role of maintenance therapy Chemo-lO
without ) Chemotherapy New
biomarker “ Role of immuno + chemo by histology, maintenance
. ggsa%ri\:l:nrﬁaglus therapy 00000000
e : mm
s e TN AN pddedees
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Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

PD-L1 expression*
1

I
PD-L1 2 50%

I
Any expression of PD-L1
|

I
PS 0-2
!

PS0-1 High TMB Pembrolizumab/ Atezolizumaby/ Atezolizumab
(2 10 mutations/Mb)
Pembrolizumab pemetrexed and (J| pemetrexed and + carboplatin/
1, A; MCBS 5] platinum-based |§| platinum-based nab-P (4-6
ChT (4 cycles), |J| ChT (4-6 cycles), cycles),
followed by followed by followed by
pembrolizumab/ atezolizumab/ atezolizumab
pemetrexed pemetrexed [, B] {1, A; MCBS 3)*
Nivolumab/ (1, A; MCBS 4)°
ipilimumab
1A}

v

Atezolizumab/ 4-6 cycles
bevacizumab Platinum-based ChT:
with carboplatin Cisplatin/gemcitabine [I, A]
and paclitaxel Cisplatin/docetaxel [1, A]
(4-6 cycles), Cisplatin/paclitaxel [1, A]
followed by Cisplatin/vinorelbine [I, A)
atezolizumab Carboplatin/gemcitabine 1, A]
/bevacizumab Carboplatin/docetaxel [I, A)
(1, A; MCBS 3)° Carboplatin/paclitaxel [I, A]
Carboplatin/vinorelbine [1, A]
Cisplatin/pemetrexed [Il, A]
Carboplatin/pemetrexed [ll, B]
Carboplatin/nab-P [1, B)
+/- bevacizumab (1, A with carboplatin/
palitaxel, otherwise lll, B)

Panialrasponsegfstabledlseasc

Maintenance treatment:
Pemetrexed (continuation) [1, A]
Gemcitabine (continuation) (I, B]

Pemetrexed (switch) 1, B]
+/- bevacizumab (if given before)

4-6 cycles
Carboplatin-based ChT:
<70 years and PS 2 [Il, A]

2 70 years and PS 0-2 [I, A)

Single-agent ChT:
Gemcitabine, vinorelbine,
docetaxel [I, B]
or pemetrexed [Il, B]

ESMO guidelines lung cancer. Sep 2019

NCCN & ESMO 2018

ASCO 2018
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¥ ROS! Rearrangments
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Stage IV NSCLC (no targetable alterations)

PD-L1< 50%

4 Platinum+Pemetrexed (II,A)
Platinum based-CT (I,A) Taxol+CBDCA+Bevacizumab (I,A) Pembrolizumab (1,A)""

PD-L12 50%

SCC and non-SCC B

Single agent CT (I,B) BSC (11 B
CT (11,4)

h J

v

Platinum+Taxane+Pembrolizumab®{l,A) Paclitaxel+CBDCA+Bev+Atezolizumab® (1,A)
Platinum+Taxane+Atezolizumab®1,B) Platinum+Pemetrexed+Pembrolizumab(l,A)
Platinum+Pemetrexed+Atezolizumab®(l,b)

.........................i-.......................................;..............................................................

If ior 10 If no prior 10:
« "Nivolumab (1A) > Nivolumab (IA) '
* Atezaolizumab (l4) 3

* Atezolizumab (IA) « Pembrolizumab (PD-L1 + >1%) (IA) [ Platinum based-CT ]
* Pembrolizumab (PD-L1 + >1%) (IA) Docetaxel (IB)+/- Nintedanib (1,B)
Docetaxel (IB) Pemetrexed(l,B) (if not previously given)

o

NN NN NN NN NN NN NS EEE NSNS I NN NSNS E NN NN EE NS NN I NN EEN NN NN NN NN
v

v ¥
. i Docetaxel + Nintedanib (non-SCC)
Docetaxel (if not previously given) Docetaxel +/ -.Nlntedaan: . Pemetrexed (non-SCC)
Pemetrexed (if not previously given) Docetaxel

SEOM 2018



L.E_,_I CONTROVERSIAS EN ONCOLOGIA - ALMERIA

unoterapia
Melanoma metastasico




En los ultimos anos en melanoma...
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En los ultimos anos en melanoma...

Probability of progression-free survival

SG 9 meses
TR 10-15%

0.8

0.6+

0.24

Response rate Median PFS 1-year PFS

%) (Months) (%)

BRAFi/MEKi"* 6510 1115 K]
Anti-PD1 therapy™® 4045 67 H37
[PLNIVO? -0 115 4

1049 1% 5can

0.0

T \ T \ 1 1 \
6 12 18 4 30 36 42

Time from randomization (months)

—— BRF113220: dabrafenib + trametinib (n1=54) ~ —— CheckMate 069: ipilimumab + nivolumab (n=95)
COMBI-d: dabrafenib + trametinib (n=211) CheckMate 066: nivolumab (n=210)

—— COMBI-v: dabrafenib + trametinib (n=352) — KEYNOTE-006: pembrolizumab (n=556)

— CoBRIM: vemurafenib + cobimetinib (n=247) — CA184-002: ipilimumab (n=137)

Luke. Nature Reviews Clinical Oncology, 2017



TRATAMIENTO ACTUAL 12 LINEA MELANOMA METASTASICO

INMUNOTERAPIA TERAPIA DIRIGIDA

Keynote 006 (pembro vs Ipi 13/22
linea)

Checkmate 066 (nivo vs QT BRAF WT)
Checkmate 067 (nivo o ipilnivo vs ipi)

Keynote 006 (pembro vs Ipi 13/22 linea)

- 35% BRAF mutado

- 17% BRAF previo =
Checkmate 067 (nivo o ipifnivo vs ipi) Estad“)

= liﬁnapllm-:l-m'Em

- 31'5% BRAF mutado

ANALISIS
: BRAF BRAF MUTADO
I RESPUESTA RAPIDA RESPUESTA I
MNECESARIA RAPIDA
NO NOCESARIA

iy 1
PRIMERA Anti PD1 inh inh Anti PD1
BRAF/MEK BRAF/MEK

LINEA

RESPUESTA RAPIDA REGIMEN: Ipilimumab +
NECESARIA Nivolumab

REGIMEN: Ipilimumab
+ Nivolumab
{si NO rapido progresor)

Evidencia de SG y/o SLP en ensayos fase



Inmunoterapia Melanoma Metastasico

Algunas cuestiones...

¢ iLargos supervivientes con inmunoterapia?




SUPERVIVENCIA A 5 ANOS

100
90
80 Primary OS analysis®
70_ 0,
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No. at risk Months
NIVO+IPI 314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 157 155 150 92 14 0
NIVO 316 292 266 245 231 214 201 191 181 175 171 164 158 150 145 142 141 139 137 135 130 78 14 0
Pl 315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 87 84 81 77 73 36 12 0

Abstract 2545.

Larkin, et al. ESMO 2019



SUPERVIVENCIA A 5 ANOS

100

90
80
70 3-year OS analysis?
— | 0,
< 60 , , 58@} HR = 0.85
< go- | i (95% Cl, 0.68-1.07)
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No. at risk Months
NIVO+IPI 314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 157 155 150 92 14 O
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Pl 315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 87 84 81 77 73 36 12 0
Abstract 2545. Larkin, et al. ESMO 2019



SUPERVIVENCIA A 5 ANOS

100 4%
90
80
70 4 4-year OS analysis3
= 607 : : 53%
£ : . } HR=024
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No. at risk Months
NIVO+IPI 314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 157 155 150 92 14 O
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Pl 315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 87 84 81 77 73 36 12 O
Abstract 2545. Larkin, et al. ESMO 2019



SUPERVIVENCIA A 5 ANOS

0S (%)

TOXICIDAD

Grado 3-4

NIVO+IPI |
100 % (n=314)
90 Median 0S, mo (95% Cl) NR (38.2—NR) 36.9 (28.2-58.7) 19.9 (16.8-24.6)
HR (95% Cl) vs IPI 0.52 (0.42—0.64) 0.63 (0.52—0.76) -
80 HR (95% Cl) vs NIVO? 0.83 (0.67—1.03) - -
70 —
60
50 + HR =0.83
(95% Cl, 0.67-1.03)
40
30 +
207 —}— nwvo+ipl
10 - =&— NIvo
—5— IPI
0 | | | | | | | | | | ' | | | ' | | | |
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months
NIV
NIVO-IPI IPI1
(o]
23% 59% 28% )
Abstract 2545. Larkin, et al. ESMO 2019




Inmunoterapia Melanoma Metastasico

Algunas cuestiones...

e ildentificacion de los largos supervivientes?




LDH: Factor pronostico

Fase lli: Nivo+IPI

i : Nivo+
By baseline LDH Fase I: Nivo+IPI
Events/number Median OS,
100 atrisk  months (95% Cl)
—*= < ULN 21/58 NR (42.3-NR)
804 —6— > ULN 19/36 43.9 (7.2-NR)
62%
- 604 ] -
é "
0 } 149%
0 40 E
20-
U L L L | Ll : L 1 L 1
0 9 18 27 36 45 54 63 72 81

Time from first dose (months)

Abstract 9533. Atkins et al. ASCO 2019
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Abstract 2545. Larkin, et al. ESMO 2019




Inmunoterapia Melanoma Metastasico

Algunas cuestiones...

¢ iSe puede parar la inmunoterapia? é¢Parar
compromete la eficacia?




Discontinuacion inmunoterapia en respuesta

SEGUIMIENTO TRAS PARAR SEGUIMIENTO TRAS COMPLETAR
PEMBROLIZUMAB EN RC TRATAMIENTO CON PEMBROLIZUMAB 24 meses

Q /Q70 U 80

1344P - Outcomes of advanced melanoma
patients who discontinued pembrolizumab
(pembro) after complete response (CR) in the
French early access program (EAP) (ID 4130)

mcongress |

T

TN

RObert C et al. ASCO 2017 Abstract 9504. Robert, Cetal. ASCO 2017



Discontinuacion inmunoterapia por toxicidad

Overall Survival (%)

100
90
80
70
60
50
404
30
20
10

Check 067: Nivo+IPI (ESMO 2019)

SG 5 anos: 51% Nivo+Ipi (STOP toxicidad)

== Discontinued treatment due to an AE
== Did not discontinue treatment due to an AE

0

| |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Months



Metastasis
Cerebrales

Melanoma
uveal




Efficacy and Safety of the Combination of
Nivolumab Plus Ipilimumab in Patients With
Melanoma and Asymptomatic or Symptomatic
Brain Metastases (CheckMate 204)

Key eligibilities

-

* 2 1 measurable,
unirradiated MBM
(0.5-3.0 cm)

* Prior SRT in
< 3 MBM

* Previous treatment
with BRAFi/MEKIi
permitted

* No prior
checkpoint
inhibitors in

K metastatic setting )

Induction

Cohort eligibilities

+« Asymptomatic
patients

- ECOG PS 0/1

* No steroids

Median follow-up = 20.6 mo

N: 101

~

Treat until progression
or toxicity
(max. 24 months)?

Maintenance

Endpoints
Primary: IC CBR (CR +
PR + SD = 6 months)®

Secondary: safety, PFS,
OS, EC and global CBR

Follow for 3 years from
firstdose

\_ )

Data cutoff date of May 1, 2018

Abstract 9501. Tawbi et al. ASCO 2019



Best reduction from baseline in
intracranial target lesion (%)

Intracranial Tumor Burden Change and Characteristics of

100 4

75 -

50 4

26

Intracranial Response - Asymptomatic Patients

N=101

Median time to response, months, (range) 1.6(1.1-125)
Median duration of response, months (95% CI) Not reached
Ongoing response among responders 48155 (87%)

-100 ~

Median change: -57.1%

Patients

RC 29 (29%)
RP 26 (26%)
ORR 55/101 (54%)

OS (%)

Overall Survival - Asymptomatic Patients

Events/
patients  Median (95% Cl)
—6— Asymptomatic 23101 NR(NR-NR)
75%

100 4,
9+
80
701
60
50 1
401
301
201
10
0

93%

82%

Median follow-up = 20.6 mo

9 2 15 18 20 24 27 30 33 ¥k 3N
Months

T ol '

0 3

Abstract 9501. Tawbi et al. ASCO 2019



Metastasis Cerebrales

Combinacion Respuesta Respuestas
intracraneal en 12L Completas

NIVO-IPI vs NIVO 59% N-I 26% N-I
21% N 16% N

Check 2042 NIVO-IPI 58% 29% 101

¢Podemos obviar la RT holocraneal?

113110. Long et al. ESMO 2019. 29501. Tawbi et al. ASCO 2019



Microambiente Tumor

NOXA, P
Bln BAn

DNA uam.g.
cellular r stresse:

Sangre perlferlca




Treatment based on patient’s characteristics

Patient history Organ system function,
(eg, autoimmune disease) especially cardiac function

Patient’s wishes and

Ifestple feictors Mutational status

Performance status

Courtesy of P. Ascierto, ESMO 2018



Muchas Gracias



