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Non-squamous NSCLC

* NSCLC accounts for 85%-90% of lung cancers?
— ADC accounts for 40% of NSCLCs, and is the most common NSCLC subtype?

 Driver mutations have been identified in NSCLC and are used to guide therapy?
— EGFR mutations: 10%-12% of Caucasian patients?
— ALK rearrangement: 5% of patients?!

- 1L immunotherapy trial outcomes have led to a rapid shift in treatment paradigms for patients with NSCLC

without treatable EGFR, ALK, ROS1, or BRAF alterations#%

— In the EU, pembrolizumab is approved as a 1L monotherapy for patients with metastatic NSCLC and PD-L1 250%,
and in combination with chemotherapy for patients with metastatic non-squamous NSCLC regardless of PD-L1

tumour expression status®
— Atezolizumab is approved in combination with bevacizumab, paclitaxel, and carboplatin, for the 1L treatment of adults
with metastatic NSCLC. In people with EGFR mutant or ALK-positive NSCLC, this combination is indicated only after

the failure of appropriate targeted therapies®
« Despite recent advancements, treatment of refractory or progressive disease after 1L chemotherapy
remains a challenge’

oo e®

1;7_ @5 1L=first-line; ALK = anaplastic lymphoma kinase; BRAF = B-Raf Proto-Oncogene, Serine/Threonine Kinase;

_"['i? EGFR = epidermal growth factor receptor; EU = European Union; NSCLC = non-small cell lung cancer; . .

‘@0 PD-L1 = programmed death-ligand 1; ROS1 = ROS proto-oncogene 1, receptor tyrosine kinase. ELCC 2019 Congress, Geneva, Switzerland, 10-13 April 2019 3 ,Q

“ 1. ESMO Web site. www.esmo.org/content/download/7252/143219/file/EN-Non-Small-Cell-Lung-Cancer-Guide-for-Patients.pdf. Accessed 2 October 2018; 2. IASLC web site. https://www.iaslc.org/about-lung-cancer. Accessed 15 March
2019; 3. Planchard et al. Ann Oncol. 2019 [Epub ahead of print]; 4. Pabani and Butts. Curr Oncol. 2018;25(suppl 1):S94: 5. Keytruda SmPC 2019; 6. Roche Press Release 8 March 2019. Accessed 13 March 2019; 7. Corrales et al.

Front Med (Lausanne). 2017;4:13.
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Did the Patient Receive...”

- Targeted Therapy?
* Immunotherapy?
« Chemotherapy?

- Radiotherapy?
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2L

Cisplatin + pemetrexed; pemetrexed maintenance Pembrolizumab
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Current Treatment Landscape for Stage IV
Non-squamous NSCLC: ESMO Guidelines

Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROS1)

PD-L1 expression?

PD-L1 250%

PS 0-1

Any expression of PD-L1

High TMB
Pembrolizumab 210 mutations/Mb
[I,A; MCBS 5]

Nivolumab/
ipilimumab
[LA]P

[
»

[ Disease progression ]

.

PS 0-1
Platinum-based ChT

(see 1L treatment without 1-O)

.y

.] Adapted with permissions from Planchard et al.

PNot EMA-approved. ESMO = European Society for Medical Oncology;
Planchard D et al. Ann Oncol. 2019 [Epub ahead of print].

Atezolizumab/
pemetrexed/
platinum-based ChT
(4-6 cycles) followed
by atezolizumab/
pemetrexed

[1.B]°

Pembrolizumab/ Atezolizumab/
pemetrexed and bevacizumab with
platinum-based ChT carboplatin and
(4 cycles) followed by paclitaxel
pembrolizumab/ (4-6 cycles) followed
pemetrexed by atezolizumab/
[I,A; MCBS 4]

bevacizumab [I,A]°

BSC = best supportive care; ChT = chemotherapy; I-O = immuno-oncology; NSCC = non-squamous cell carcinoma; MCBS = Magnitude
of Clinical Benefit Scale; PR = partial response; PS = performance status; SD = stable disease; TMB = tumour mutational burden.

|
<70 years and PS 2 or PS 3.4
selected 270 years and PS 0-2
4-6 cycles:
Platinum-based ChT

Cisplatin/gemcitabine [I,A]

Cisplatin/docetaxel [I,A]
Cisplatin/paclitaxel [I,A]
Cisplatin/vinorelbine [l,A]
Carboplatin/gemcitabine [I,A]
Carboplatin/docetaxel [I,A]
Carboplatin/paclitaxel [I,A]
Carboplatin/vinorelbine [I,A]
Cisplatin/pemetrexed [II,A]
Carboplatin/pemetrexed [l1,B]
Carboplatin/nab-P [I,B]

>|
[ Disease progression ]
=+ bevacizumab [I,A with
carboplatin/paclitaxel, otherwise I1,B]

PS 3-4
PR
[ or SD ] BSC

Nivolumab [I,A; MCBS 5] -
Atezolizumab [I,A; MCBS 5]

Pembrolizumab if PD-L1 >1% [I,A; MCBS 5]

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

Gemcitabine (continuation) [I,B]

Pemetrexed (switch) [I,B]
* bevacizumab (if given before)

4-6 cycles:

Carboplatin-based ChT:
<70 years and PS 2 [ll, A]
270 years and PS 0-2 [I,A]

Single-agent ChT:
Gemcitabine, vinorelbine,
docetaxel [I,B]
or pemetrexed [II1,B]

Pemetrexed [I,B]
Ramucirumab/docetaxel [I,B; MCBS 1]
Nintedanib/docetaxel [I1,B]

Erlotinib [II,C]

aln the absence of contraindications and conditioned by the registration and accessibility of anti-PD-(L)1 combinations with platinum-based ChT, this strategy will be preferred to platinum-based ChT in patients with PS 0-1 and PD-L1 <50%. Alternatively, if TMB can
accurately be evaluated, and conditioned by the registration and accessibility, nivolumab plus ipilimumab should be preferred to platinum-based standard ChT in patients with NSCLC with a high TMB.
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I-O + Chemotherapy 1L: What Treatment Options Remain
for 2L Non-mutated Non-squamous NSCLC?

Overview: Treatment Landscape for Stage IV Non-squamous NSCLC
PDL1 <50 % Any PDL1

(minimum 70% of patients)

PD[ m Xpn 23

(maximum 30% of patients)

112 Pembrolizumab
*+platinum chemotherapy
+ pemetrexed?

212 l
Platinum chemotherapy
(if previously received
pembrolizumab monotherapy)

aln the EU, pembrolizumab is approved as a 1L monotherapy for patients
with metastatic NSCLC and PD-L1 250% and in combination with
chemotherapy for patients with metastatic non-squamous NSCLC

e regardless of PD-L1 tumour expression status.

= %.J BNSCLC of adenocarcinoma histology.

Pembrolizumab
+ platinum chemotherapy
+ pemetrexed

Atezolizumab
Platinum chemotherapy +bevacizumab
+ paclitaxel and carboplatin

Immune Checkpoint Inhibition

Nivolumab

Pembrolizumab
(PDL1 =1 %)

Atezolizumab

Chemotherapy Antiangiogenesis

and Others
NintedanikP
+ docetaxel

Pemetrexed

Docetaxel

Ramucirumab
+ docetaxel

Erlotinib
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1. Reck et al. N Engl J Med. 2016;375:1823; 2. Planchard et al. Ann Oncol. 2019 [Epub ahead of print]. 3. Keytruda SmPC 2019.



2L Trials in Patients With NSCLC

All approved therapies in the 2L setting demonstrated improved OS in comparison with docetaxel,
therefore docetaxel monotherapy is no longer the SOC

Nivolumab (n=292) vs docetaxel (n=290)

Checkmate 057% /' snsquamous 2.3Vs 4.2 0.92 12.2vs 9.4 0.73b 19.0 vs 12.0°
>19 -L1: i = : =
a;é‘étzgell‘(lﬁfg g;ronzumab (2 mg/kg, n=344; 10 mg/kg, n=346) vs 2mg:3.9vs4.0 2 mg: 0.88 10.5vs 8.6 0.73¢ 18.0 vs 9.0¢

KEYNOTE-010%32 . . 3 . _ . _ . 10 mg:4.0vs 4.0 10 mg: 0.79° 13.4vs 8.6 0.59d 18.0 vs 9.0¢
Mixed: nonsquamous (pembrolizumab 2 mg/kg, n=240; 10 mg/kg, n=244; O 0.86¢ ) 0.63¢ O
docetaxel, n=240) ' ’

OAK45a Atezolizumab (n=425) vs docetaxel (n=425) 2.8vs 4.0 0.93 13.8 vs 9.6 0.75d 146 vs 13.4
Mixed: nonsquamous (atezolizumab, n=313; docetaxel, n=315) — — 156 vs 11.2 0.74> —
Ramucirumab + docetaxel (n=628) vs placebo + docetaxel (n=625) q . g

REVEL®2 Mixed: nonsquamous (ramucirumab + docetaxel, n=465; docetaxel, 4.5vs 3.0 0'76d 105vs 9.1 0.86 22.9vs 13'6b
n=447) 4.6 vs 3.7 0.77 11.1vs 9.7 0.83¢ 219vs 145
Nintedanib + docetaxel (n=655) vs placebo + docetaxel (n=659)

. ) . 3.4vs 2.7 0.79p 10.1vs 9.1 0.94 4.4 vs 3.3
- 7,8,a . =
LUME-Lung 1 Mixed: nonsquamous ADC (nintedanib + docetaxel, n=322 vs placebo + 40vs 28 0.77¢ 12.6 vs 10.3 0.83¢ 47vs36

docetaxel, n=336)

* aUsed as basis for regulatory approval; PP<0.01; °P<0.05; 9P<0.001; ¢Pooled pembrolizumab doses.
HR = hazard ratio; ORR = overall response rate; OS = overall survival; PFS = progression-free survival; SOC = standard of care. ELCC 2019 Congress Geneva. Switzerland. 10-13 April 2019 9 /O
) ) )

- 1. Borghaei et al. N Engl J Med. 2015;373:1627; 2. Herbst et al. Lancet. 2016;387:1540; 3. Herbst et al. J Clin Oncol. 2017; 35(suppl 15):9090; 4. Rittmeyer et al. Lancet. 2017;389:255; 5. Fehrenbacher et al. J Thorac Oncol.
2018;13:1156; 6. Garon et al. Lancet. 2014;384:665; 7. Reck et al. Lancet Oncol. 2014;15:143; 8. Vargatef SmPC 2018.




Angiogenesis: a Hallmark of Cancer?

Resisting Degrading
cell cellular
death energetics )

Genome Sustaining Antiangiogenic therapy?

instability proliferative

mutation signalling Regression of abnormal tumour vessels
Inhibition of new vessel growth
Stabilisation of vessel system

Activating .
invasion and Inducing Better blood flow
i anglogenesis . .
metastasis J109 Influence on tumour microenvironment
No bone marrow suppression
Tumour- Evading No cumulative toxicities
promoting growth u Y
inflammation suppressors Y .
Improved efficacy )
Enabling
replicative
immortality
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£
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1. Hanahan and Weinberg. Cell. 2011;144:646; 2. Fukumura et al. Nat Rev Clin Oncol. 2018;15:325.



REVEL.: Significant Improvement in Median OS

In the Intention-To-Treat Population

REVEL: A phase Ill study to assess the efficacy and safety of ramucirumab plus docetaxel vs docetaxel as 2L therapy for NSCLC

Primary Endpoint

107 Median (95% CI) Censoring Rate
097 REIN VTPl Ne] (S e [o]el=I-NCGCII 10.5 months (9.5-11.2) 31.8%
0.8 7 Placebo plus docetaxel 9.1 months (8.4-10.0) 27.0%
0.7 7 . Stratified HR 0.86 (95% Cl, 0.75-0.98);
Ramucirumab vs placebo _
0.6 P=0.023
805 -
0.4
0.3 1
0.249 — Ramucirumab plus docetaxel "—u__.._._‘\_.‘_.|
014 — Placebo plus docetaxel
4+ Censored
0 ] | | | | | | | | | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time From Randomisation (months)
No. at risk
_— Ramucirumab 628 527 415 329 231 156 103 70 45 23 11 2 0
;.;‘”‘fif?, Placebo plus 625 501 386 306 197 129 86 56 36 23 9 0 0
Teyey
2 LA , _
‘;‘h C! = confidence interval. ELCC 2019 Congress, Geneva, Switzerland, 10-13 April 2019
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- Garon et al. Lancet. 2014;384:665.



REVEL: Improvement in Median OS in Patients With
Non-squamous Disease

REVEL: A phase Ill study to assess the efficacy and safety of ramucirumab plus docetaxel vs docetaxel as 2L therapy for NSCLC

Non-squamous Histology

Squamous Histology

1.07 Median (95% Cl) Censoring Rate 1.0 7 Median (95% CI) Censoring Rate
| - i 0 | .
0.9 Ramucirumab + docetaxel 11.1 (9.9-12.3) 35.5% 0.9 dR(?Crr;J;:)l(reL;mab + 9.5 (8.0-10.8) 21.7%
0.8 - Placebo + docetaxel 9.7 (8.5-10.6) 29.3% 0.8 4
Placebo + docetaxel 8.2 (6.3-9.4) 19.9%
Ramucirumab vs Placebo HR (95% CI) = 0.830 (0.708-0.972)
0.7 1 Long-rank P value = 0.020 0.7 1 Ramucirumab vs HR (95% CI) = 0.883 (0.692-1.127)
Placebo Long-rank P value = 0.319
0.6 1 0.6
8 05- 8 05-
0.4 0.4 A
0.3 A 0.3 1
0.2 1 0.2
= Ramucirumab + docetaxel = Ramucirumab + docetaxel
0.14 — placebo + docetaxel 0.14 — pilacebo + docetaxel
-+ Censored -+ Censored
0 0 -
T T T T T T T T T T T T 1 T T T T T T T T T 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 2 27 30 33 36
Time From Randomisation (months) Time From Randomisation (months)
No. at risk No. at risk
Ramucirumab + docetaxel 465 401 311 251 182 125 80 54 39 21 10 1 0 Ramucirumab + docetaxel 157 124 103 78 49 31 23 16 6 2 1 1 0
Placebo + docetaxel 447 362 282 226 144 94 64 40 27 18 5 0 0 Placebo + docetaxel 171 132 99 75 48 31 20 14 8 5 4 0 0

Lk
Yo
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- Garon et al. Lancet. 2014;384:665.



LUME-Lung 1: Significant Improvement in Median OS

In Patients With ADC

LUME-Lung 1: A phase Il study to assess the efficacy and safety of nintedanib plus docetaxel vs docetaxel as 2L therapy for NSCLC

Key Secondary Endpoint, Prespecified Hierarchical Analysis

100
Nintedanib Placebo
+ +
80 - Docetaxel Docetaxel
Median OS (mo) 12.6 10.3
HR =0.83 (95% CI, 0.70-0.99); P=0.0359
" 607 52.7%
@)
407 44.7%
25. 7%
20 4
19.1% %
l 1-YEAR l l 2-YEAR l
0 SURVIVAL SURVIVAL
0 4 8 12 16 20 24 28 32 36
Time From Randomisation (months)
No. at risk
2500 Nintedanib 322 263 203 163 131 96 72 46 25 10
z.’;{; Placebo 336 269 184 139 101 73 55 33 15 7
e ['w.w.::
‘;=‘h ELCC 2019 Congress, Geneva, Switzerland, 10-13 April 2019

13p

Reck et al. Lancet Oncol. 2014;15:143.



LUME-Lung 1:
OS in the European ADC Population&b

LUME-Lung 1: A phase Il study to assess the efficacy and safety of nintedanib plus docetaxel vs docetaxel as 2L therapy for NSCLC

100
Nintedanib Placebo
+ +
80 - Docetaxel Docetaxel
Median (mo) 134 8.7
HR (95% CI) 0.79 (0.65-0.97); P=0.0254
60 - 53.3%
)]
O
40 - 41.8%
25.3%
20 - \‘-—H‘\
l 1-YEAR l l 2-YEAR l
SURVIVAL SURVIVAL
O L [l
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Time From Randomisation (months)
Nintedanib 229 215 188 168 151 132 116 107 92 80 68 60 50 42 34 26 19 17 8
_:‘«.’}? Placebo 234 218 183 146 122 101 91 79 67 58 50 43 39 31 22 20 11 10 6
ogl Va2
Slas :‘ agxploratory analysis.
_!‘: ¥ bPatients without documented death were censored at the date of last contact when the patient was known to be alive.
= 1, Gottfried et al. Target Oncol. 2017;12:475; 2. Heigener et al. Ann Oncol. 2016;27(suppl 6):1276P.
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LUME-Lung 1: Survival Benefit in Patients With an
Unfavourable Prognostic Factors

ADC and Progressed <9 Months ADC and Progressive Disease as Best
After Start of 1L Therapy Response to 1L Therapy
100 Nintedanib + Placebo + 100 Nintedanib + Placebo +
Docetaxel Docetaxel Docetaxel Docetaxel
80 Median (mo) 10.9 7.9 80 - Median (mo) 9.8 6.3
HR = 0.75 (95% CI: 0.60-0.92); P=0.0073 HR (95% Cl)  0.62 (0.41-0.94); P=0.0246
60 - 60 -
n 46.8% n
o o 43.0%
40 - 40 -
34.3% 21.5%
i SURVIVAL
1-YEAR @]—!—\_\‘_—\-_ 1-YEAR
0 T T T T ?LJR\I/I\/'A\IL T T T ?UR\E/IVAII_ T T T T 1 0 T T T T ISUR\I/IVAll_ T T T 5.3I0/0 T T T T T 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36
Time From Randomisation (months) Time From Randomisation (months)
No. at risk No. at risk
Nintedanib 206 167 119 92 73 51 35 16 9 3 Nintedanib 53 50 44 35 27 25 22 20 18 14 13 12 10 9 7 5 4 4 2
Placebo 199 154 91 62 42 25 17 12 5 1 Placebo 64 57 51 31 24 16 14 12 11 10 7 4 3 3 2 2 2 2 1

ELCC 2019 Congress, Geneva, Switzerland, 10-13 April 2019 150
1. Gottfried et al. Target Oncol. 2017;12:475; 2. Reck et al. Lancet Oncol. 2014;15:143; 3. Heigener et al. Ann Oncol. 2016;27(suppl 6):1276P.
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What is known about the efficacy of
antiangiogenesis after progression on [-O?
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VEGF Acts as a Key Mediator of an Immunosuppressive
TME

- VEGF creates an immunosuppressive (protumour)
microenvironment?!

Direct effects of angiogenic factors on immune cells?
— Upregulation of immunosuppressive cells

A Regulatory T cells (Tregs)
A MDSCs

1 Adaptive immunity

1 Innate immunity

— Impaired antigen presentation

A Suppression of DC maturation, macrophages
(TAMS)

* T Recruitment
* | Phagocytasis
* T Pro-tumour M2
» T Recruitment phanatype
» T Proliferation
* T Pro-tumour
cytokines
A Impaired T-cell function (CTLS)

* | Trafficking
+ | Proliferation
+ | Effector
function

%%
o ane®

» | Maturation

* | Antitumour function

||||.-.’~
e

o
lg= @ CTL = cytotoxic T lymphocyte; DC = dendritic cell; MDSC = myeloid-derived suppressor cell; TAM = tumour-associated
macrophage; TME = tumour microenvironment.

A

S

Fukumura et al. Nat Rev Clin Oncol. 2018;15:325.

#r Cells known to preduce VEGF

@ Cells known to produce ANGZ

ELCC 2019 Congress, Geneva, Switzerland, 10-13 April 2019

17p



Hypoxia-Induced VEGF Mediates Immune Tolerance

* Hypoxia and acidosis of the TME
contributes to immunosuppression?

* VEGF support hypoxia and fosters
immunosuppression?

» Hypoxia-induced VEGF secretion leads to
an immune tolerant TME?

Diverse effects of hypoxia-induced VEGF?

Proliferation
Differentiation
Adenosine

¢ TCR signalling
IFNy & 112

@
P
" S ! Ag presentation
EGF " W cpso&coss

VEGF pool in tumor
microenvironment

® =

Normoxic tumor cell Hypoxic tumor cell Mesenchymal tumor cell

ELCC 2019 Congress, Geneva, Switzerland, 10-13 April 2019
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1. Fukumura et al. Nat Rev Clin Oncol. 2018;15:325; 2. Chouaib et al. Front Immunol. 2012;3:21.




Tipping the Balance Towards an Immunosupportive TME via
the Angio-Immunogenic Switch?

Grohé et al. Ann Oncol. 2018;29(suppl 10):55P.

Figure 1. ‘Angio-Immunogenic Switch’

Progression

Anti-angiogenic treatment

Response

Abnormal vasculature

‘ Perfusion

Immunosuppressive
microenvironment

N

Normalised vasculature

' Perfusion

Immunosupportive
microenvironment

Modified from Fukumura D, et al. Nat Rev Clin Oncol 2018;15:325-40

CTL, cytotoxic T lymphocyte; TAM, tumour-associated macrophage.
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MVD = microvascular density; PDGFR = platelet-derived growth factor receptor.

Hilberg et al. Cancer Res. 2008;68:4774.
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Nintedanib + Docetaxel After I-O: First Clinical Data

Spanish Nintedanib NPU Programme

3L
Nintedanib + Docetaxel
Sequence n (%)
Response (N=11)
Chemo
------------------------- CR 0 O
oL 10s PR 2 (18.2) 4 (36.5)
------- ----------------u SD 3 (27.3) 5 (45.5)
aL
docetaxel PD 6 (54.5) 2 (18.2)

Encouraging ORR and DCR with nintedanib + docetaxel after prior I-O and chemotherapy

LXH
P 2
%.Q‘.;‘,;

¢ s "
e
"'- CR = complete response; DCR = disease control rate; NPU = named patient use; PD = progressive disease.

.
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“  Corral et al. J Thorac Oncol. 2017;12(11 suppl 2):abstract P2.01-022.



Nintedanib + Docetaxel After I-O: First Clinical Data

Spanish Nintedanib NPU Programme

PFS Achieved by Consecutive Therapies per Patient (N = 11)L Best Response to
Nintedanib/Docetaxel

Sequence 11 TP |

o

" Chemo : —
(pt-doublet)

: :

7 # | PR |

2L 6 mm 1L ChT ___PD__|

5 # mm Immunotherapy [N

3L Nintedanib + 4 - mm Nintedanib + [ PR |

docetaxel 3 Docetaxel

2 o

:

012 3 456 7 89 10111213141516 17 18 1920 21 22 23 24 25 2627 28 29 30

Months
* Median PFS for nintedanib/docetaxel was 3.2 months (range, 1.4-14.6)
* Median PFS for immunotherapy was 2.3 months (range, 0.7-11)
Safety:?
* No relevant or unexpected toxicities were reported
* Reported drug-related grade = 3 AEs were neutropenia (n = 3, 27.3%) and asthenia (n = 1) 220

AE = adverse events; ND = not determined.
*Patient who received erlotinib as 2L treatment prior to immunotherapy (PFS: 3 months). **Patient with mutated EGFR who received gefitinib treatment followed by 1L platinum-based chemotherapy. #Never smokers.

1. Corral et al. J Thorac Oncol. 2017;12(11 suppl 2):abstract P2.01-022; 2. Corral et al. Clin Transl Oncol. 2019. [Epub ahead of print]. ELCC 2019 Congress Geneva. Switzerland. 10-13 April 2019



Conclusions

1L use of immunotherapies is increasing, which affects treatment options for 2L usel-3

* An immunosuppressive TME is closely linked with hypoxia-induced, VEGF-promoted
angiogenesis and upregulation of immunosuppressive cells*>

* An antiangiogenic treatment strategy involving inhibition of VEGF, as well as PDGF and
FGF, tips the balance towards an immunosupportive TME: an ‘angio-immunogenic
switch’®

* Nintedanib in combination with docetaxel demonstrated a nearly 5-month median OS

improvement for European patients treated with nintedanib + docetaxel vs placebo +
docetaxel’

FGF = fibroblast growth factor; PDGF = platelet-derived growth factor.
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