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Nuevasz Técnicas l-

Table 4. Summary of Nonhematologic Toxicity
Docetaxel 75 mg/m? Docetaxel 100 mg/m?
(n = 55)° (n = 49)°
All grades All grades Grode 3/4
Toxicity No. . . % No. %

Asthenia 30 545 61.2 11 22.4
Cardiac 5 9.1 . 16.3 2 4.1
Diarrhea 20 36.4 . 30.6 2 4.1
Fever, no infection 34 36.7

Fluid retention 7 10.2
Hypertension 2 .

Hypotension 2 . 12.2
Infection 17 . . 36.7
Nausea . . 34.7
Neuromotior 8 . 16.3
Neurosensory 11 . 26.5
Pulmonary 21 . . 53.1
Stomatitis 14 . . 26.5
Vomiting 13 . . 26.5

*Total number of patients.

6.1
143
20
4.1
20

—
- N0 —-N - NW
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Eavieizunal
1 [ - )
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- Nuevas Técnicas l I I l

Pztients with Adenccarcinoma

Nintedanib + Placebo +

Patients with AEs, n (%) docetaxel docetaxel
(n=320) (n=333)

Any AE, all grades 308 (96.3) 314 (94.3)
Drug-related AEs, all grades 5 241 (72.4)

Any AE, grades =3 : 228 (68.5)
Drug-related AEs, grades =23 152 (45.6)
Any AE leading to discontinuation 67 (20.9) 59 (17.7)

Any serious AE 111 (34.7) 107 (32.1)
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Nivolumab versus Docetaxel in Advanced
Squamous-Cell Non—Small-Cell Lung Cancer

Median Overall Survival 1-Yr Overall Survival No. of
90 mo (95% Cl) % of patients (95%6 Cl) Deaths
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 86
T 80— Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113
| -4
2 70-
a
‘S 60— )
R Hazard ratio for death, 0.59 (0.44-0.79)
- 50— P<0.001
§ Nivolumab
= s,
g
o
=0
Docetaxel
0 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Nivolumab 135 113 86 69 52 31 15 7 0
Docetaxel 137 103 68 45 30 14 7 2 0
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CASO 3. Carcinoma Epidermoide de Pulmdn con Metastasis Oseas en tratamiento con Nivolumab




Overall Survival Survnval by Baseline PD-L1 Expression
- ——— “ —— I - - W Ol sepeee e
- - moan
— . — e e -— e - g —
-— - - >~
L
. - e ~— T L2 1T S S8 o -
- - <t'n 129 * 280 ©e8 13 - +
— e e B - » 43 2GS .05 - -
< TS . S ® S — s 138 13 18 @I ada —p—
-~ *—mtsa ——— e —sanre 1o s TS 040 @38 05: —_——— ~
= R — . ~<1owm 124 18 100 S8 137 e SE—
= - R TAED < emrtemel -~ " o o< = 3% e~ oo —_—
‘-\-_‘ ors .
- S s = T = T ST @sown ——
e -t ) ST TV @Es Tev) —
- 8 3 - T LA L ol r - - S8 23 o) = - —e— L]
3 - S » - - - = = <5 "‘ o 138 134 13 (187133 -
T s vosr -y .. N o2 @ ore - SR— .
nsum-r-cauw . . . prgump . Sold
e = e [ . e < = > < - —_— o - s enaa < aw) +—
P PR A‘.' >or T et [ S ™ - > - -~ - - Nt oueetetie ar o2 TOS 7. 'om v
M A - - wr z ! - -
Q:“.‘a ..:v‘. c.'-.-.- - e - -~ y B ~ -3 s - T e e L e — 02Is o3 10 20
B whan - o ;e T L = ™ L= ' 2 < - - B bt S W I TR MNrvo - Do
OS, PD-LAL TPS =502 Stratuam
ORR (RECIST v1.1, Central Review
Rl A - -~ —
et DG g L )‘A’S oS- ”’4 R )C-.I\l phinine - [
s L. -~ - - :
- I ———- 3D w— o EF B LIS IR LD PSR T DS = 'N "W
- — _ R - o PD-L1 TPS 250X n= 130 n!i.st n= 152
§ — \‘ O, 3% (9555 1) 23 | 23-39) 6113}
) ~— — — R Fe s T
- -.] L‘ - - - — T
D 1 - - T e AR WO R AN A
i3
P
> Pumbro Pumbro
s Z2mulkz 10 mefsE Bocotaxad
o PD-L1 TPS =1%% n=34as n =346 n=3a3
= - o -5 ro > ) ; ;
R g T ea—— MR, 3 sy e E ) R B B LR B -1
—-— =~ = 3 - & — n0ooss o -0.00n3
- . e A o
OVERALL SURVIVAL, ITT (N = 850) OS BY PD-L1 EXPRESSION
OO 4 Wecosn O5 ma
. - :
L oFe sty FYuassarzm Sxcoloucal: Docctass!
o - R s D> O Ty : = =
— O = e D333 :AM\‘-\ o LRI ;i =425 m-T-ga:
< o \\ i e T aew N - _ Lror CE ) oar : o0
= e N TEas o pmas = ] i T wE
S e \ e - S [— T =t TG 0 CA2%e T, i ez 103
> Lo e T > — TIZ sarwd WO L P - 2= a3
o -‘q .
= == = _.."*" "‘\._\Nﬁ—.’—.’ ’~ - a3 >~ - "= 1
= =20 - T — b — . [ e | Tr- "r" i 1as 35
1o Wl way 05 pune Mot way 125 rae = ’*] i
© FT el AN 117 SRRl 1A -5 T
. . ~ . . . - a2 ' 2
L > - " " s b 2T o -4 2 .bzw 2"”‘
Norte
P - i . = . VW et Islaele ¥
i PSS E i e e R e LRl L R emizzawme docmadd
—— Coug T
ESNESND . o ¢ 1 2 R a5 e SNESMD -
T al—" o e R e D L T I T T s suin . W S S g W e e, 8 e 3 el BECG8 0% B S DR PR DT L85 WOV BT Mo Oy

[ " Wowiaaa UEL




B Duration of Response

Patients with Response

Nivolumab

Docetaxel

Table 2. Tumor Response with Nivolumab versus Docetaxel in Patients with
Advanced Nonsquamous Non-Small-Cell Lung Cancer.*

529 (29 of 56
patients with
ongoing
response)
@ Time to first response
149;6 e °f.?' 6 B During nivolumab treatment
patients with )
ongoing (] Durlng_ docet.axel t-reatment
response) Il After discontinuation
of treatment
_ —» Ongoing response
T T 1
16 32 48 64 80 96 112
Weeks
Range 1.2-8.6 1.4-6.3
Duration of response — moi9
Median 17.2 5.6
Range 1.8 to 22.6+ 1.2+ to 15.2+ I TNMUNOTERAPIA
H I DEL CANCER




Nivolumab (n = 287) Docetaxel (n = 268)

Any grade ‘ Grade 3-4° Any grade Grade 3-4°

Percentage (%) of patients with an event
Any event 69 10 88 54
Fatigue 16 1 29 5
Nausea 12 1 26 1
Decreased appetite | 10 0 16 1
Asthenia 10 <1l 18 2
Diarrhea 8 1 23 1
Peripheral edema 3 0 10 <1
Myalgia 2 <1 11 0
Anemia 2 <1 20 3
Alopecia <1 0 25 0
Neutropenia <1 0 31 27
Febrile neutropenia | 0 10 10
Leukopenia 0 10 8

Borghaei, N Engl ] Med, 2015
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Nivolumab versus Docetaxel in Advanced
Nonsquamous Non—-Small-Cell Lung Cancer

Docetaxel 245/290 4.2 (3.5-49) 8 (5-12)

Hazard ratio for disease progression or death,
0.92 (95% Cl, 0.77-1.11); P=0.39

Median 1-Yr

No.of  Progression- Progression-
s Events/ free free Survival
= Total No. Survival Rate
o ‘g of Patients  (95% ClI) (95% CI)
mo %
8 Nivolumab 234/292 23 (22-33) 19 (14-23)
°'s
FE3
B0
&

Nivolumab

+» Docetaxel

No. at Risk
Nivolumab 292 128 82 58 46 35 17 7 2 0
Docetaxel 290 156 87 38 18 6 2 1 1 0
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Informe Publico Europeo de Evaluacion (EPAR) de Nivolumab

Analisis multivariado post-hoc: Pacientes con enfermedad agresiva y PD-L1
Negativo
v Menos de 3 meses desde el ultimo tratamiento

v Progresion de enfermedad como mejor respuesta

vPS=1




Predictive and Prognostic Clinical and Pathological Factors of Nivolumab Efficacy in Non-
Small-Cell Lung Cancer (NSCLC) Patients

Authors:
P. Martin Martorell!, M. De Julidn?, J Perez Altozano3, C Salvador Coloma®, J. Garcia Sanchez>, A. Insa Mollal, M. Martin®, X. Mielgo

Rubio’, S. Marin8, A. Blasco Cordellat?, S. Blasco Liebanal?, R. Gironés!l, D. Marquez!?, F. Aparisi'3, M. Bas Cerdal4, O. Juan Vidal4, S.
Macia Escalante®, J. Garde-Noguera

lUniversity Hospital Clinic de Valencia, Valencia, Spain; 2Hospital Provincial de Castellén, Castellon, Spain; 3Hospital General de Elche,
Elche, Spain; “Hospital Universitari | Politécnic La Fe, Valencia, Spain; >Hospital Arnau de Vilanova, Valencia, Spain; ®Hospital Dr Peset,
Valencia, Spain; “Hospital Universitario Fundacion Alcorcén, Alcorcén, Spain; 8Hospital de Manises, Manises, Spain;

SHospital General Universitario de Valencia, Valencia, Spain; 1°Hospital de Sagunto, Sagunto, Spain, **Hospital Lluis Alcanyis, Xativa,
Spain; 12Hospital Arnau de Vilanova, Lleida/Spain, 3Hospital Virgen de los Lirios, Alcoy/Spain, **Universidad Politecnica de Valencia,
Valencia, Spain; *Pivotal CRO, Madrid, Spain.
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OS

variabie HR@ES%CH | Pvawe- |
FS [0-1vs 2] 0.62 (0.36, 1.049) 0073
Previous anti-angiogenic therapy (no vs yes) 1.73 [0.85, 3.40) o113
Radiotherapy within 30 days (ves vs no) - —
Time since pravious trastmant (<6 va 25 ma) | 1.85(1.16, 2.99) ‘ 0.010
Disease stage (Il vs IV) 0.50 (0.20, 1.29) oas
Number of matastatc sites (7 vs 232) 0.56 (0.31, 0.98) 0.0&s
Lung metastas's (no vs yes) C 85¢0.48. 1.42) 0.580
Adrenal metastasis [no vs yes) 0.71 041, 1.285) 0.236
EBrain matastasis (na vs yos) 1.02 (067, 1 £3) naGa
Liver metasytasis (no vs yes) - -
Bone metastasis (no vs yes) 0.84 (0.51, 1.22) 0497
Anemia (yes va na) - -
Normal lesukocyte count (yas va nc) - —

Figure 1. OS Kaplan—-Meier estimates according to the independent risk factors in the multivariate analysis

A PSS E. Time since previous -earmant GC. Number of meteatatic sites L. Number of riak facrors
104 — PS50 100 /R “revious trestme w20 ~w bl < metastatic site 8rink fuctors
\11 g 2 LY — Previous treatmo Wt <€ mo \ 22 wctosiak o sites : T 1-2riskfactors
_ K g b T 3rsk tacters
gl a1 an_, B . | o o
2 i Maizn OF = NR
. | oo
— ~a 3 -— m ~$ Medat G2 A m: - l] ! N(;‘-:b_'r
£ = .,_\' = = i 2 Mo L—o——-
(7] Ned an o0 w NMedian s - ' X | o o -U_n:_l " -..-R-' - R L4 ' Mc= H .
S a0 e . Tem B | TEET w‘._\_(_ oo © an ~EIE e, a 1S ‘1“_1
E - - E ‘ ] ‘e: -
z0 - : T 20 1 ; . 20 - : L P |
' ‘ ; ' ®
' = -1 ‘ - . ~-a00
o L L Ll L = Y o ' L] L 1 “ c L) '. L L) Ll - L] Ll J
nn 2 Nl r.ha 102 125 1a 7O b | i 10.0 “25 D P+l L84 10.C 12 S L] LN D 10.0 -z2.5
Maonths Months Maoamnihs Months
INMUNOTERAPIA

| VIESVEH!

DEL CANCER




ORR
Variable OR {85% CI) P value®

PS(0-1vs 2)

Frevious anti-angiagenic therapy (o Vs yes) ' - -

Radiotheragy within 30 days (yes vs no) 094 (D44 2.00) O 876

Time since previous treatment (<6 vs 28 mo) | 0.40 (0651, 1.00) Uoo

Disease stage (Il vs 3.57 (1.97.6.45 <0.0001

e of metasiomie aites (1 va 57 e es 30 c412 ‘ Tasa Respuesta 13.7%
Lung metastasis (no vs yes) 144 (OK2 3733 0an?

Adrenal metasiasis (no vs yes)

Brain matastosis (no vs yos) —_ -

Liver metastasis (no va yes) 10049, 2°C) C =a7
Bone melastasis (NC vs yes) 14000 87, 2.92) C 378
Anemia (yos vs no) | 0.94 (042 2.14) c &
Normal lsukooytc count (yes vs no) 1.08 (043 2.57) C 256

Figure 3. OS Kaplan—Meier estimates according to response
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CASO 1. Adenocarcinoma de Pulmdn en tratamiento con Nivolumab




CASO 2. Adenocarcinoma de Pulmdn con Metastasis Cerebrales en tratamiento con Nivolumab




ORR (%) [95% CI]
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Change from baseline (%)

>1% PD-L1 expression

<1% PD-L1 expression

2 (n=38) 4 (n=10)
* Sirst response * First response
o ® Off treatment —_ ® Off treatment
Y Complete ] Y Complete
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Weeks

No hubo diferencia en la calidad de la respuesta respuesta en funcion de la

expresion de PD-L1

ediana de duracion de la respuesta en PD-L12 1%:17.2 m (95% ClI, 8.4-NE‘

Mediana de duracion de la respuesta en PD-L1< 1%: 18.3 m (95% ClI, 5.5-NE1
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CASO 4. Adenocarcinoma de Pulmdn con Metastasis en Lengua y Ganglionar cervivcal en tratamiento con Nivolumab




5-Year Estimates of OS2
CA209-003 5-Year Update: Phase 1 Nivolumab in Advanced NSCLC

100

Median OS (95% CI), mo

Overall (N = 129) 9.9 (7.8, 12.4)

0S (%)

1y 0S, 42%

2y OS, 24%
3y OS, 18% 5y OS, 16%
. .-“—q . .

No. at Risk
129 49 27 20 17 16 3 1 0 ]



5-Year Estimates of OS by Histology
CA209-003 5-Year Update: Phase 1 Nivolumab in Advanced NSCLC

Squamous (n = 54) Non-squamous (n = 74)
100 100~
80- 80-
— 60" 60-
o~
0 1y OS, 1% 1 1y OS, 42%
O 40- 40- ,
] 2y 0S, 24% | i 2y OS, 24%
o 3y 0S,20% 5 03, 16% S0 i ", 3y 0S,17% 5y 0S, 15%
- | | .
- i - : : : .-.“1—0
0 . l . . 1 0~ i { %I : 1 : :
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Years Years
o. at Risk
54 20 12 10 8 8 3 1 0 74 28 14 10 9 8 0 0 0
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5-Year Estimates of OS by PD-L1 Status?
CA209-003 5-Year Update: Phase 1 Nivolumab in Advanced NSCLC

PD-L1 <1% (n = 30) PD-L1 21% (n = 38) PD-L1 250% (n =13)
100 100 100~
80 80- 80
o 607 60- 607
3,— 5y 0S, 43%
0O
40 40 - pue
5y 0S, 23% 40 :
5y 0S, 20% |
20- 20 oo 20- | —
. |
0 0- I T T I I T 1 0 ;
c 1 2 3 4 5 6 7 8 0o 1 2 3 4 5 6 7 8 0O 1 2 3 4 5 6 7 8
Years Years Years
No. at Risk
30 13 7 5 4 3 0 0 0 3 10 8 7 7 7 2 1 0 3 5 5 5 5 5 2 1 0
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@ Trafficking of
T celis to tumors

Priming and activation

Anu-CTLAA

Anti-CD137 (agomist)

Ant-CD27 (agonst)

n-2

"1z Infiltration of T cells
Anti-CEA IL2v (RG7813) into tumors
Anti-Cytokine (NME 2) Anti - VEGF

Anti-OXa0 (agonust) Neo vasoular activators

Recognition of
cancer cells by T cells

Cancer antigen @

presentation CARs

'\:\’ag.c:;:)(wr\ﬂé2 & @ T cell bispecifics

Anti-CDA0 (agonist) unTACs

TLR agorssts

IN-o Killing of cancer cells

Arsi-PD-LY
D S
'
REDs Release O:' @ Neg. Regulator (NME 1)
= clinical cancer cell antigens Anti-CSF1R (RG7155)
Chemothoragy
d Rackats Anti-CEA IL2v (RG7813)

& precilinical Nepeted Moraes Anti-Cytokine (NME 2)
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COPENHAGEN Ongress

CJ Langer. ESMO 2016.

Randomized Phase 2 Study of Carboplatin
and Pemetrexed = Pembrolizumab as
First-Line Therapy for Advanced NSCLC:

KEYNOTE-021 Cohort G

Pembrolizumab 200 mg

Q3W for 2 years
-

Cri

Untreated stage llIB or IV Carboplatin AUC 5§ mg/mL/min
nonsquamous NSCLC + Pemetrexed 500 mg/m?

No activating EGFR mutation or Q3W for 4 cycles
ALK translocation

Provision of a sample for
PD-L1 assessment®

ECOG PS 01

No untreated brain metastases Carboplatin AUC § mg/mL/min
No ILD or pneumonitis requiring + Pemetrexed 500 mg/m?
systemic steroids Q3W for 4 cycles

End Points
Primary: ORR (RECIST v1.1 per blinded, independent central review)
Key secondary: PFS

CJ Langer. ESMO 2016.

Pemetrexed

500 mg/m? Q3W
permitted as
maintenance therapy

Other secondary: OS, safety, relationship between antitumor activity and PD-L1 TPS

*Randomizatonwas stratified by PD-L1 TPS <1% vs >1%.

CONgress
CORTNAGES -
ESNIEMD



CJ Langer. ESMO 2016

Confirmed Objective Response Rate
(RECIST v1.1 by Blinded, Independent Central Review)

CJ Langer. ESMO 2016

Objective Response Rate by PD-L1 Status

(RECIST v1.1 by Blinded, Independent Central Review)

100
90
80
70
60
50
40
30
20
10

O

ORR, % (95% Cl)

| | | | | | | )

<1% =1% 1%-49% =50% <1% =1% 1%-49% =50%
n=21 nN=39 n=19 n=20 nN=23 n=40 n=23 n=17
Pembrolizumab + Chemotherapy Chemotherapy Alone

Horizontal dotted lines represent the ORR in the total populaton m HETESS
Data cut-off: Augusts, 2016.
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CJ Langer. ESMO 2016.

Progression-Free Survival
(RECIST v1.1 by Blinded, Independent Central Review)

Events,n HR (95% CIl)

1007 N 77% Pembro + chemo 23 0.53
90- 1 63% (0.31-0.91)
- 4 ' 0
80 Chemo alone 33 P=0.0102
701
== |
d I ] T s 13.0mo
»w S0 | 8.9 mo
oo 40' : T 3
30- : 1A 3
201 1
10- :
0 Y T . r .
0 5 6 10 15 20
No. at risk Time, months
60 a3 20 1 0
63 32 13 1 ° —
EaaESMD

Data cut-off: Augustg, 2016.
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CJ Langer. ESMO 2016.
Events,n HR (95% CI)

Overall Survival

Pembro + chemo 13 0.90
1 929, Chemo alone 14 (0.42-1.91)
100-' 1 920/0
! 1
90- 2 75%

' 72%

N
o
1
m-h--—-—--—-—-

10 15 20
No. at risk Time, months

60 53 33 5 0
63 57 31 6 0

a;‘ m nﬁ:"-;{ress
Data cut-off: August§, 2016.
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MReck ESMO 2016

%%mm MOIIRfBSS
KEYNOTE-024 Study Design (NcT02142738)

iteri Pembrolizumab
Untreated stage IV NSCLC 200 mg IV Q3W
PD-L1 TPS 250% (2 years)
ECOG PS 01

No activating EGFR mutation or
ALK translocation

No untreated brain metastases Platinum-Doublet

No active autoimmune disease Chemotherapy
requiring systemic therapy (4-6 cycles)

Pembrolizumab
200 mg Q3W

for 2 years

Key End Points

Primary: PFS (RECIST v1.1 per blinded, independent central review)
Secondary: OS, ORR, safety

Exploratory: DOR

*To be eligible for crossover, progressive disease (PD) had to be confirmed by blinded, independentcentral radiology review m SRR—
and all safety criterna had to be met
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MReck ESMO2016.

PD-L1 Screening

1934 patients entered screening

1729 submitted samples for PD-L1 assessment

1653 samples evaluable for PD-L1

500 TPS =50%

o
(30%) 1153 TPS <50%

— pongress
2%
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MReck ESMO 2016

Confirmed Objective Response Rate

A17%
60 - [ P=0.0011 CR % %
45% PREBE Pembro Chemo
Responders Responders
n =69 n=42
(range) (1.4-8.2) (1.8-12.2)
DO(I:., mo NR 6.3
median (1.9+ to 14.5+) (2.1+ to 12.6+)
(range)
Pembrolizumab Chemotherapy
AssessedperRECIST v1.1 by blinded, independent central review. MT i

Data cut-off: May 9, 2016.
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MReck ESMO2016.

- Events, Median, HR P
Overall Survival n mo (95% CI)
Pembro 44 NR
0.60 0.005
10 Sane Chemo 64 NR (0.41-0.89)
1 80%
901
80
70’ " | k . )
32 60+ '
d 50_1 : : 1 L 10 ]
O 40 ! .
30- : :
20+ ! .
10- | :
0 T : T 4 T T ]
0 3 6 9 12 15 18 21
No. at risk Time, months
154 136 121 82 39 11 2 0
151 123 106 64 34 7 1 0 R
SEEMD

Data cut-off: May 9, 2016.

VI:-SV'FH| INMUNOTERAPIA
3 DEL CANCER




MReck ESMO 2016

Treatment-Related AEs With Incidence >10%

S0 1 Grade
45 2 1-2 3-4
40 ‘ é Pembrolizumab [}
- 35 é Chemotherapy [l “Z
& 30 Z
£ 25 Z
o
3 20
— 15
10 Z
Z
(0]
> 2> R &0 P o og 2 o~ &6 o™ o o\p o™
Q‘b vs\ <? < 2 'GOQ oé\ Q’\ o \\0 < o < -
ol &8 \ < =8 °¢°Q‘\ o voct‘ &

Data cut-off: May 9, 2016. . <
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Phase 1 CheckMate 012 Study Design:

Nivolumab Plus Ipilimumab in First-line NSCLC

Stage NHIBMVY NSCLC (any histeclegy), no pricr chemotherapy for advanced disease ECOGPS Ocor1

- -
Previcus cohorts:
NIVo 1 = Ipl 3 Q3W x & Nivo 1 Q2w Nivo 3 Q2w Nivo 3 Q2w
Nivo 3 « Ip/ 1 Q3W x ¢ * - -
Nivo 1 = Ipi 1 Q3W x 4 Ipi 1 Q6W Ipi 1 Q12w Ipi 1 Q6W
J

Nivo 3 Q2W until disease progression®
or unacceptable toxicity

Until disease progression® or unacceptable toxicity

Primaryendpoint: safsty and tolerabi ity
Secondaryendpoints: ORS (RECIST v1.1)and PFE rate at 24 weeks
Expleorateryendpoints: CS, efficacy by PD-L1 expression

« Tne safety and toleraoility of the rivolumab-ip imumab combination was mproved with less frequent ipilimumab dosing®
«  Schedules with nivaolumab 3 Mgk also showed increased clinical efficacy in a previous analysis®
= Here. we recort longer follcw-up on nivelumao 2 mg/kg plus iplimumeab schedu'est

Fatients 1aleralig study tréeatment parmiitted 1o ccntinus treatment beycnd RECEST w1 1-defnad progressian if cons déerad o be dernving cincal cenent

EfFebsuary 22 1€ database lock
Ipilimurrak and nvalumab dasing are shaan in Mgk g WV (ag. nivae © = nbvalamab 7 omg kg V) -

Presenled By Mallhew Hellmann gl 2016 ASCO Annual Meeling
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Nivolumab Plus Ipilimumab in First-line NSCLC:

Efficacy Across All Tumor PD-L1 Expression Levels

100

M Nivo 3 Q2W + Ipi 1 Q6/12W (pooled) 92
M Nive 3 Q2w
80 '
i
I
1
— " o7
= 60
o
o
O 4o
20

77 52

17 14

35 26 28 20

Qverall <1% =21% 5% 210% =25%

PD-L1 expression

ombination cate based on a Fetmuary 2018 database lock: manctherap y data basec on a March 2015 database lock

1"

Presented By Matthew Hellmann at 2018 ASCO Annual Meeting
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Anti-PD-1/PD-1

Nivolumab
CHECKMATE 227

Pembrolizumab
KEYNOTE-189

Nivolumab
CHECKMATE 026

Pembrolizumab
KEYNOTE-O42

Durvalumab
MYSTIC

Durvalumab
NEPTUNE

Atezolizumab
Impower 110

Atezolizumab
Impower 111

Atezolizumab
Impower 130

Atezolizumab
Impower 131

Atezolizumab
Impower 150

Nivolumab

Primary endpoints:
OS, PFS

Platinum-based chemotherap

Treatment-naive nonsgquamous
NSCLC Primary endpoints:
N=580 Pemetrexed/platinum PFS

Treatment-naive non-sguamous
= a[ Nivolumab 3 mg/kg IV Q2W ] Primary endpoint:

Li-posiive NBCLO %[ ICC*® with potential for crossover ] PFS

N=495

~Na non-Squamous

PD-L1-positive NSCLC SOC chemotherapy ) -—

)
Primary endpoint:
] PFS

| Durvalumab

. SOC chemotherapy

\

First-line metastatic NSCLC ‘ Primary endpoint:
N=800 —> SOC chemotherapy ] o

Stage IV non-squamous PD-L1+ Atezolizumab Primary endpoint:
NSCLC N=400 Carbopiatin or carbopliatin + PFS

pemetrexed )

Atezolizumab ] Primary endpoint:
PFS

¥ SQUAMMOLUS

Stage IV non-squamous NSCLC
N=550

Stage IV squamous NSCLC Primary endpoint:
N=1200 - PFS

Primary endpoint:
PFS

Stage IV non-squamous NSCLC
N=1200




Proximas indicaciones de Anti-PDL1/Anti-PD1

Hodgkin Lymphoma Hepatocellular Carcinoma? Ovarian Cancer? Urothelial Cancer*
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Small Cell Lung Cancer® Colorectal Cancer — MSI-H® Gastric Cancer’ Esophageal Cancer?®
(Nivolumab 1 mg/kg BW + Ipilimumab 3 mg/kg BW) (Nivolumab 3 mg/kg BW + Ipilimumab 1 mg/kg BW) (Nivolumab 1 mg/kg BW + Ipilimumab 3 mg/kg BW)
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Younes et al. Oral presentation at ASCO 2016, Abstract 7535. Sangro et al. Oral presentation at ASCO 2016, Abstract 4078. Hamanishi et al. J Clin Oncol. 2015, 33(34): 4015-22. Sharm

2016, Abstract 4501. Antonia et al. Oral presentation at ASCO 2016, Abstract 100. Overman et al. Oral presentation at ASCO 2016, Abstract 3501. Janjigian et al. Oral presentation at ASC
Poster presentation at ESMO 2015, Abstract 2301
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