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Stage Ill NSCLC: a heterogeneous picture
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{ STAGE II] NSCLC I

Inizial manageme:nt:

- High resolution CT-scan + PET-scan
- Contrast enhapced brain MRI or CT
- Cardio-pulmonary function
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Unresectable stage 11l NSCLC

+ 1980: radiotherapy alone: median OS 10 m * 2000: concurrentchemoradiotherapy: median OS 18 m
* 1990: chemotherapy added: median OS 14 m

c°“°°"‘":“f 'adi:'c't‘e'“?t:‘hf'al"!" ba:ed °"dP'aﬁ" " Meta-Analysis of Concomitant Versus Sequential
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data from 1764 patients Lung Cancer

Anne Aupérin, (mrlrnr houx, Eseelle Rolland, Walter |. Curran, Kiyoyuk! Furuse, Plerre Fournel,
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non-small cell Lung Cancer (MAC3-LC) Group Annals of Oncology 17: 473-483, 2006
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Regimen Median OS 2y OS Sy OS
Meta-analysis 2006
RT alone - (12 mo) 21.4% 6%
cisplatin alone
Concurrent CTRT carboplatin-etoposide (14 mo) 25.4% 8.2%

Meta-analysis 2010
Sequential CTRT cisplatin-vinca (14 mo) 30.3% 10.6%

cisplatin-etoposide
Concurrent CTRT cisplatin-vinorelbine IMI Vansteenkiste JF, ESMO 2017




Unresectable stage 11l NSCLC

2 cycles of 1/ Improve local *  Failure of RTOG 0617 (ASCO 2013) ! i "
cis-etoposide therapy ? > 74 Gy not better than 60 Gy o ~—
Radiotherapy

60/2G .
i 2/ Improve *  Failure of PROCLAIM (ASCO 2015)2 .
chemotherapy ? > Cis-pemetrexed no better OS e \
: \.\
3/ Targeted Failure of RTOG 0617 (WCLC 2013) 3 3 S
therapy ? > Cetuximab not better than placebo L [
[ » Benefitsin stage IV are NOT translated in stage Ill ] - R S

1 Bradley et al, ASCO 2013 and Lancet Oncol 16:187-199, 2015
2 Senanet al, ASCO 2015 and J Clin Oncol ‘-—
3 Bradley et al, WCLC 2013 and Lancet Oncol 16:187-199, 2015 Tt

Vansteenkiste JF, ESMO 2017



Tecemotide (L-BLP25) vs. placebo in
unresectable stage I1l NSCLC

B Timetoprogressionin all patients

100 Tecemotide Placebo
a0 (N=B29) (N=410)
g Time to progression, months
o Median 100 B4
F 704 95%Cl (91-11:5) 72-10-8)
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0 & 12 18 24 30 36 42 48 54 60 66 E : ’
Months since randomisation = HR (85% CI) 0.889 (0.770-1.027)
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. o 60
Tecernotide 829 513 329 205 144 122 96 60 30 13 5 o o
Placebo 410 26 144 90 58 49 42 25 15 9 3 0 ﬁ
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E’ 40
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@ 201
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Median 204 20.8 ! risk Months
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HR (9% CI) 0814 (0.678-0.976) p:0.02

Butts C, Lancet Oncol 2014; Mitchell P Ann Oncol 2015



The rationale for PD1/PD-L1 ICl in
unresectable stage I1l NSCLC

CHEMORADIATION . DURVALUMAB
PD-L1 overexpression
‘ leads to immune
cell evasion I Durvalumab reverses immune suppression and
‘ Chemoradiation induces leads to a systemic antitumor response
tumor antigen release and
an adaptive immune response Antigen- %

presenting
4 Cell
%

@ Antigens Durvalumab
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Deng L, J Clin Invest 2014, Dovedi SJ, Cancer Res 2014; Chacon JA, Vaccines (Basel) 2016; Formenti SC, J Natl Cancer Inst 2013; Funaki S, Oncol Rep
2017; Antonia SJ, N Engl J Med 2017



Durvalumab vs. placebo in unresectable stage Il NSCLC

Patients with stage Ill, locally

advanced, unresectable NSCLC 4 oDurx(alumzabfo Co-primary endpoints
who have not progressed following gy ) - PFS by BICR using RECIST v1.1*
definitive platinum-based cCRT up °N=4'7“6°" 5 . 0S
(22 cycles)
18 years or older 1=faz days 2:1 randomization,
post-cCRT (e
i stratified by age, sex,
WHO PS score 0 or 1 and smoking history Key secondary endpoints
N=713

* ORR (per BICR)

Placebo * DoR (per BICR)

10 mg/kg q2w for + Safety and tolerability
up to 12 months « PROs
N=237

Estimated life expectancy of
=212 weeks

Archived tissue was collected

All-comers population

*Defined as the time from randomization (which occurred up to 6 weeks post-cCRT) to the first documented event of tumor progression or death in the absence of progression.
ClinicalTrials.gov number: NCT02125461 BICR, blinded independent central review; cCRT, concurrent chemoradiation therapy; DoR, duration of response;

NSCLC. non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PROs, patient-reported outcomes;

PS, performance status; q2w, every 2 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; WHO, World Health Organization

Paz-Ares L, ESMO 2017



Durvalumab vs. placebo in unresectable stage Il NSCLC

PFS: HR 0.52, p<0.0001
ORR: 28.4% vs 16%, p<0.001
Manageable safety profile

~ 458 PFS events
Interim OS

( Primary PFS
\_ ~ 285 events

( Second OS
~393 0S events

[ Final OS S
! /
~ 491 OS events o
B palliative l I/ [ cure

Vansteenkiste JE ESMO 2017




Durvalumab vs. placebo in unresectable stage Il NSCLC

Updated Progression-free Survival by BICR* (ITT) PES HR = 0.51
‘_;‘ 1.0 95% Cl, 0.41-0.63"
>
S 094 Median PFS
g 0.8 - No. of events / (95% Cl)
o No. of patients (%) months
s 0.7
5 o6 Durvalumab 243/476 (51.1) 17.2 (13.1-23.9)
.5 . -
O 054
o Placebo 173/237 (73.0) 5.6 (4.6-7.7)
O 04-
o
Y— 0.3 1 '
S
> | . 1
2 02 ! 26.7%
g 014 !
Q0 1 .
E 0.0 T T T t T i T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from Randomization (months)
No. at Risk
Durvalumab 476 377 302 268 213 188 163 143 116 83 43 23
Placebo 237 163 106 86 67 55 46 39 32 24 10 5 0 0

Scott A, WCLC 2018



Durvalumab vs. placebo in unresectable stage Il NSCLC

Overall Survival* (ITT)

1.0 -
0.9 H
0.8
0.7
0.6 -
0.5
0.4
0.3 H
0.2

Probability of Overall Survival

0.1 4
0.0

OS HR=0.68

99.73% Cl, 0.469-0.997*
P=0.00251

No. at Risk
Durvalumab 476
Placebo 237 220 198

464 431 415

178

T T T T T T Placelo T 1 116/237 (48.9)

12 15 18 21 24 27 30 33 36 39 42 45
Time from Randomization (months)

385 364 343 319 274 210 115 57 23 2 0
170 155 141 130 117 78 42 21 9

Median OS
No. of events / (95% ClI)
No. of patients (%) months
Durvalumab 183/476 (38.4) NR (34.7-NR)

28.7 (22.9-NR)

Scott A, WCLC 2018



Durvalumab vs. placebo in unresectable stage Il NSCLC

Updated Time to Death or Distant Updated Incidence of
Metastasis (TTDM) by BICR* (ITT) New Lesions by BICR* (ITT)
10 Median TTDM

'é ' (95%tﬁ') Durvalumab Placebo

7 097 months New Lesion Site* (N=476) (N=237)

£ o8- Durvalumab 28.3 (24.0-34.9) : :

s Patients with any 107 (22.5) 80 (33.8)

= 0.7 1 H 0

§ Placebo 16.2 (12.5-21.1) new lesion, n (%)

z 0.6

S 0.5+ Lung 60 (12.6) 44 (18.6)

e

§ 044 Lymph nodes 31 (6.5) 27 (11.4)

D =

5 0% Brain 30 (6.3) 28 (11.8)

> 0.2-

= TTDM HR = 0.53 Liver 9(1.9) 8 (3.4)

s 014 95% Cl, 0.41-0.68

° 00 Bone 8(1.7) 7 (3.0)

n | | | | | | | | | | | | 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 Adrenal 3(0.6) 5(2.1)

No. at Risk Time from Randomization (months) Other 10 (2.1) 5(2.1)

Durvalumab 476 419 357 316 259 223 194 163 129 92 46 25
Placebo 237 189 139 118 S5 77 64 &4 3§ 27 12 5 0 0 Scott A, WCLC 2018
4



Durvalumab vs. placebo in unresectable stage 11l NSCLC

Updated Safety Summary

Durvalumab

(N=475)

Placebo
(N=234)

Any-grade all-causality AEs, n (%) 460 (96.8) 222 (94.9)
Grade 3/4 145 (30.5) 61 (26.1)
Outcome of death 21 (4.4) 15 (6.4)
Leading to discontinuation 73 (15.4) 23(9.8)

Serious AEs, n (%) 138 (29.1) 54 (23.1)

Any-grade pneumonitis/radiation pneumonitis, n (%) 161 (33.9) 58 (24.8)
Grade 3/4 17 (3.6) 7 (3.0)
Outcome of death 5(1.1) 5(2.1)
Leading to discontinuation 30(6.3) 10 (4.3)

» Similar safety profiles in different PD-L1 expression subgroups and according

to time from radiation

Scott A, WCLC 2018
Faivre-Finn C, ESMO 2018



Durvalumab vs. placebo in unresectable stage Il NSCLC

Progression-free and Overall Survival by Subgroup (ITT)

PFS (BICR) os
No. of events / No. of patients (%) No. of events / No. of patients (%)
HR (95% CI) Durvalumab Placebs HR (95% CI Durvalumab Placebo
All patients 1 214/476 (450) _ 157/237 (66.2) 1
P Male e 1 155/334 (46.4) __ 111/168 (86.9) - 141/334 (42.2) __ B0/166 (48.2)
Fema)— i
<65, .
Age atrandomisation  —57 e |mportant facts regarding PD-L1 status:
Sm)
Smoking stat S . .
o sous Nof - PD-L1 testing was not required
Sta
Disease stage ———1 . .
Sty — 37% of patients with unknown PD-L1 status
Tumour histologic Say
No . . . .
type Ci' — PD-L1 status was obtained pre-CRT (getting a sample post-CRT medically not feasible) ’
Prior definitive CT =
Bestreeponee to CR — PD-L1 expression-level cutoff of 1% was part of an unplanned post-hoc analysis requested
prior treatment —;lg-\ by a health authority
PositiVen_ 9)
EGFR status Negative w 112/165 (67.9) —— | 117/317 (36.9) __ BO/165 (48.6)
Unknown e 132 (50.0) ___ 34/58 (58.6) —e—1 56/130 (43.1) 30/58 (51.7)
— 225% ——— 1 48/115 (41.7) ___ 31/44 (70.5) —— | 37115 (32.2) 23/44 (52.3)
- "::ﬂ“:d <25% —e— 85/187 (45.5) __ B8/105 (64.8) [E———— 74/187 (39.6) 41/105 (39.0)
rapeciecy Unknown —— 1 81/174 (46.6 58/88 (65.9 [ 72174 (414 52/88 (59.1
PD;;‘::W’ 1-24% —e— ! 36/97 (37.1) 28/47 (50.8) —_— 33097 (34.0) 22/47 (46.8)
\PONENOt) <% —e—" 49/90 (54.4 40/58 (69.0 F————— 41/90 (45.6 19/58 (32.8
0.25 0.5 1.0 20 & 0.25 0.5 1.0 2.0 .
" Durvalumab better Placebo better o Durvalumab better Placebo bett v

Faivre-Finn C, ESMO 2018



Durvalumab vs. placebo in unresectable stage 11l NSCLC

Impact of previous treatment

PFS (BICR) os
HR (95% CI) No. of events / No. of patients (%) HR (95% CI) No. of events / No. of patients (%)
! Durvalumab Placebo ! Durvalumab Placebo
2 @ : 214/476 (45.0) 157/237 (66.2) P : 183/476 (38.4) 116/237 (48.9)
Induction chemotherapy ; ;
Yes e 59/123 (48.0) 49/68 (72.1) i 53/123 (43.1) 34/68 (50.0)
No R | 155/353 (43.9) 108/169 (63.9) [ 2 130/353 (36.8) 82/169 (48.5)
Platinum ; ;
Cisplatin o 1 115/266 (43.2) 87/129 (87 .4) —e— 94/266 (35.3) 64/129 (49.6)
Carboplatin f—e— | 91/199 (45.7) 65/102 (63.7) e 84/199 (42.2) 47/102 (46.1)
T T
Taxane
Yes —o— : 97/207 (46.9) 72/112 (84.3) l—’—:l 807207 (38.6) 51/112 (45.5)
No —o— ' 117/269 (43.5) 85/125 (68.0) —e— 103/269 (38.3) 85/125 (52.0)
Etoposide : :
Yes [ ' 49/117 (41.9) 34/52 (65.4) —-e— 43/117 (36.8) 32/52 (61.5)
No - 165/359 (46.0) 123/185 (66.5) |_._| 140/359 (39.0) 84/185 (45.4)
Vinorelbine ! !
Yes —e— : 58/124 (46.8) 42/59 (71.2) l—O—'LI 48/124 (38.7) 27/59 (45.8)
No o 156/352 (44.3) 115/178 (84.6) —o— | 135/352 (38.4) 89/178 (50.0)
Dose of radiotherapy ! !
<60 Gy I = { ! 16/38 (42.1) 1116 (73.3) , - { | 15/38 (39.5) 11156 (73.3)
60-66 Gy -@— : 187/407 (45.9) 130/202 (64.4) ! 160/407 (39.3) 96/202 (47.5)
>66 Gy } . i 4 10/30 (33.3) 15/19 (78.9) NA" ! - -
1 L T 1 T 1
025 05 1 2 - 025 05 1 2
b Durvalumab better Placebo better = h Durvalumab better Placebo better <

Faivre-Finn C, ESMO 2018



Durvalumab vs. placebo in unresectable stage Il NSCLC

Impact of time to radiation

PFS (BICR) os
HR No. of events / No. of patients (%) HR No. of events / No. of patients (%)
(95% CI) Durvalumab Placebo (95% CI) Durvalumab Placebo
ITT2 B B : 214/476 (45.0) 157/237 (66.2) — : 183/476 (38.4) 116/237 (48.9)
Time from last | |
radiotherapy to ! !
randomisation : :
<14 days - e - \ 50/120 (41.7) 46/62 (74.2) Poe | 39/120 (32.5) 35/62 (56.5)
214 days o 164/356 (46.1) 111175 (63.4) o 144/356 (40.4) 81/175 (46.3)
I | : 1 I 1 : 1
% 0.25 05 1 2 B 0.25 0.5 1 2
b Durvalumab better Placebo better - - Durvalumab better Placebo better :
TTDM (BICR) ORR (BICR)
HR No. of events / No. of patients (%) %
(95% CI) Durvalumab Placebo Durvalumab Placebo
ITT! 0.52 (0.39, 0.69) 131/476 (27.5) 98/237 (41.4) 28.4 16.0
Time from last radiotherapy to randomisation
<14 days 0.33 (0.20, 0.55) 30/120 (25.0) 34/62 (54.8) 342 164
214 days 0.70 (0.51, 0.95) 101/356 (28.4) 64/175 (36.6) 26.5 15.8

Faivre-Finn C, ESMO 2018



Critical issues

» Randomization of patients who experienced clinical benefit
after cCTRT

» Consolidation chemo not allowed

» Chemoradiation regimen not predefined

» Staging procedures?

» PD-L1 tested before chemo-radiation



Stage Ill NSCLC: a heterogeneous picture

Locally advanced

MULTIDISCIPLINARY

TEAM

{ STAGE Il NSCLC I

Inizial manczgement:
High resqlution CT-scan + PET-scan
Contrastenhanced brain MRl or CT
Cardio-pulmonary function

| STAGE IlIA |

assessment

STAGE IIIA
N2 in:volvement

Cytological/hystalogical evaluation of

mediastinal LNs (EBUS/EUS/mediastinoscopy)

(+ superior sulcus tumors)

STAGE IIIA
T3-T4 disease

STAG

[IASLC 8" TNM
classification]

T3-T4 and N2 T3-T4

\1/ .

V.
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AND

T1-T2 and N3 N3 involvement

|
J

Unresectable |

|

¥

Definitive concurrent

ChT-RT

(Platinum-based ChT
+ 60-66Gy/30-33F)

\J/ : \1/ Potentially Unresectable
T1-3 and Unreséctable N2 Potentially resectable . et

unforeseen N2 (bulky :disease or resectable N2 - I
(microscopic multilevel N2) * | .
N2 at surgery) _ \]/ \l/ .
Induction Induction :

ChT ChT-RT
RO R1-R2 Tumor assessment
\ \ l 3
Adj ChT+  Sequential or

sequential concurrent
adj RT ChT-RT

\Z

Surgery

: N7

Non-progressive
disease (SD/PR)

Progressive
disease (PD)

* Unresectable N2

(bulky disease or
multilevel N2)
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Early stage NSCLC: an unmet medical need

Stage | (IB¥)
34 57
30 I 63
36 60
33 65
36 I 60
33 64

9

*

Stage I
32 45
53 22
53 43
43 39
51 39

23

15

18

10

Stage Il

76 19 5

55 30 15

51 26 23

61 26 13

» Platinum-based adjuvant
chemotherapy in NSCLC: 5 years
survival benefit 4% with or without
adj. RT

» Most benefit achieved in stage IV not

translated in stage Ill (chemotherapy
or local treatment optimization)

Pisters KMW, JCO 2007; NSCLC Meta-analysis Collaborative Group, Lancet 2010; Vansteenkiste JF, ESMO 2017



ICl in early stage:
neoadjuvant vs. adjuvant setting

_W

Delay of surgery + -
Amount of tissue for translational studies + -
Pathological TNM + -
Earlier immune priming to tumor antigen and micrometastasis eradication - +
(Earlier) clinical benefit evaluation - +
Higher tumor mutation burden and neoantigen presentation - +
Post-treatment tissue availability for pCR assessment and additional - +

translational studies

Compliance - +



Overall survival

MAGE-A3 vs. placebo as adjuvant treatment
in early stage NSCLC

s MAGE-A3 CI
== PLACEBO

0.64
MAGE-A3 Cl (343 events)
0.5 Median: not reached
0.4
Placebo (174 events)
0.31 Median: not reached
0.2
P= 0.6994
0.1 HR: 1.04 (95% Cl: 0.86, 1.24)
0

1 1 1 1 ) 1 1 1 ] Ll 1 I ]

0 6 12 18 24 30 36 42 48 5S4 60 66 72
Time since randomization (months)

Vansteenkiste et al, Lancet Oncol 17:822-835, 2016

Trallichung of

Priming and activation
(APCs & T cells)

3
O,
5 Infitration of T colls

into tumors
(CTLs, endotholial colis)

Cancer antigen 2

presentation
(dendritic cells/ APCs) 6
Recognition of
cancer cells by T cells
(CTLs, is)
Well defined e
antigens (specific,
highly expressed) 7
L Reloase of o of ool
cancer cell antgen: ing of cancer cells
Strong adjuvant (cancer col dulh)‘ (Immune and cancer celis)
technologies (pP.1 PPt |

Vansteenkiste JP, Lancet Oncol 2016; Chen, Immunity 2013



Phase Ill adjuvant 10O trials

. N=540 pembrolizumab 200 mg 3w
(max 18 doses)

[ PEARLS (ETOP/EORTC/MSD, 1( 4 DFS

i Placeboi.v. g3w

N=540 (max 18 doses)

N=680  purvalumab 10 mg/kg q2w

=V (max 12 months)
Post RO surgery { BR31 (NCI-C & other groups, t R > DFS
Stage IB(>4cm), I, IIIA “\/VN=6‘80 Placebo 10 mg/kg a2w DFS in PDL1+
ECOG PS 0-1 (max 12 months)

ACT as indicated

N=307  Nivolumab 3 mg/kg q2w

0s

L A }(/3 < (max 12 months) DFS

* In context of ALCHEMIST (EGFRwt, ALK-) N=307 Observation

N=563  Atezolizumab 1200 mg q3w

P e
{IMPOWER—OIOR h ]/‘ R >’ e 16 doess) DFS st IB-IlIA
oche
L Y \ DFS st I1-111A in PDL1+
N=563 Observation

Modified from Vansteenkiste JB, ESMO 2018



New immuno-options in the adjuvant setting:
the Canakinumab story

Alheroprone riow
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Cumulative incidence (%)

New immuno-options in the adjuvant setting:
the Canakinumab story

LC incidence

30

HR  (95%Cl) p

—— Placebo 1.0 (ref) (ref)

— Canakinumab50mg 074  (0-47-1-17) 020

—— Canakinumab 150 mg 0-61  (0-39-0-97) 0-034

—— Canakinumab300mg 033  (0-18-0:59) <0-0001
p trend across groups<0-0001

2:0 4
1.0+ I
|J_ —
4’_"7
I M
-~
0 T T T T 1
0 1 2 3 4 5

Follow-up years

Cumulative incidence (%)

LC mortality

30

2:0 4

1-0

HR  (95%Cl) p

— Placebo 10 (ref) (ref)

—— Canakinumab50mg 067 (0-37-1-20) 0-18

—— Canakinumab 150 mg 0-64  (0-36-1-14) 0-13

—— Canakinumab 300 mg 0-23 (0-10-0-54) 0-0002
p trend across groups=0-0002

Follow-up years

Ridker PM, Lancet 2107



From CANTOS to CANOPY trials

CANTOS trial

* Canakinumab (Novartis)

Reduced lung cancer incidence
by 67 % and death by 77 %.

CANTOS: Additional Non-Cardiovascular Clinical Benefits

Cumulative InOdence (%)

Q

10

00

Incident Lung Cancer

LR L
P rhe 18 fwberwnt]  Daberent)
i I 0 e Lmen
Consbimna 156 9 061 10.990.97) 000
Convbimmah 300 g 000 10.10.0.9%) 000008 I

Placebo

Canakinumab phase 3 trials

Adjuvant NSCLC

After surgery, no mets, placebo control
1500 patients, recruitment ongoing
Completion 2021/22

First line (CANOPY-1)

Untreated locally advanced/metastatic
Combination Pembro/Platinum doublet
627 patients, start Dec 2018
Completion 2021/22

Second line metastatic (CANOPY-2)
Previously treated loc adv/metastatic
Combination Docetaxel

240 patients, start Dec 2018



Nivo

Nivo or Nivo-lpi
Nivo + ChT
Pembrolizumab
Pembrolizumab
Durva + ChT
Durvalumab
Atezolizumab
Atezolizumab
Atezo + ChT

Atezo

Ongoing trials with neoadjuvant
anti-PD1/PD-L1 treatment in early stage NSCLC

Phase
Ph2
Ph2
Ph2
Phl
Phl
Ph2
Ph2
Ph2
Ph2
Ph2
Ph2

Patients
IB-11IA
IA-11IA

A
-1l
IB-11IA
A
IB-11

1A-IlIA
IB-IIIA

IB-IlIA

N
30

46
28
32
68
81

60
30
180

Primay endpoint
Surg feasibility
MPR
PFS
Safety
Surg feasibilty
EFS
RO resection
Safety
Surg feasibilty
MPR
MPR

Sponsor

Johns Hopkins

MD Anderson + BMS

SLCG + BMS
Sheba + MSD
Duke + MSD
SAKK
IFCT
Roche
Gustave-Roussy
Columbia Univ

Genentech

Name

NEOSTAR

TOP 1501

IONESCO

PRINCEPS

MAC
LcMc3

Register
NCT02259621
NCT 03158129
NCT 03081689
NCT 02938624
NCT 02818920
NCT 02572843
NCT 03030131
NCT 02927301
NCT 02994576
NCT 02716038
NCT 02927301

Vansteenkiste JP, ESMO 2018



Anti PD1/PD-L1 in the neoadjuvant setting

Neoadjuvant anti-PD1/PD-L1 blockade is safe and
active in resectable NSCLC patients

Neoadjuvant Atezolizumab in NSCLC Neoadjuvant Nivolumab in NSCLC
0 ) MU AR YN ANy
. I
20 -204
20 3
40 = —40-
F) §
% ® £ ol mPDLL:
g & W PD-L1-
2 Unknown
£ 01 MPRis defned as <10% viade tumour cels =DiH
f D s e s e 8 5
0 -100
PD-L1 Expression: W TC1230riC1223 MTCOandICO [ Uninown
MPR (£10% viable tumor cells) Rate 22% MPR (£10% viable tumor cells) Rate 45%
ERESVD ™
o Rusch V et al, WCLC 2018 Forde P et al, NEJM 2018

» No delay of surgery (surgical feasibility)

» No new AEs, no TR-AEs leading to post-operative mortality
Cascone, ESMO 2018



Discordance between MPR and RECIST response

M Current/ex-smoker [ Never smoked WM AC [ SCC
W Other MPR [OSD H LN+ [HLN-

_ Smoking Status Pleomorphic Adenocarcinoma
Histologic Subtype carcinoma Major pathologic
RECIST Response PathologicCR :
LN Metastases “3

O~ ~par N II """""""" ¥ Pre-Nivo ; PR 2 (10%)

-204
= ‘ Post-Nivo SD R 18 (85%)
< Lo
S . PD 1 (5%)
$ o] mPDLL+
&
K M PD-L1-

_804 Unknown

-100

Forde P, NEJM 2018



Immune-related pathologic response criteria (irPRC)
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Cottrell TR, Ann Oncol 2018



Immune-related pathologic response criteria (irPRC)

8 Fenture, u (%e)' 2::, :.N_R" Pyalue”
Fibrosis
* Filwosis, Modian ~ 75(40-  0(0-0)  22e-05°
(range) 96.5)
Prolifenstive Fibrosis 7(7%) 0() 0021
Mature Fibrosis 1y o) 1
Mixed Fibrosis 1y oo 1
Neovascularization 9(100)  0() 00014
Cholesterol clefls 8(89) 0 0007 Regression Bed
TIL score
Low (1+) 00 373 00l
High (3¢) 7(78) 0@ 0021
I::"’m"’""““ 7(78) 0@ 0021
Derse plasma oclls 6(67) 0(0) 0.07
Granulomas 5(56) 040) 0.1
Foamy macrophages
Interstitial 4(4) 040) 023
Alveolar (89 2030) 02
Giant eells 7(78) 1(25) R
Lymphod agaeies 9000y 3¢5 O Uninvolved Lung
Necrosis 333 0(0) 05
IMWn 5(36)  2(30) ! %irRVT = Total area involved by tumor 100
Neutrophils @By 129 1 Total tumor bed area
*All features arc ropewted as m (") of pationts with the featwrs provend, unloss
odharwise noted
MFinher's Exact fost, undess ofhcrwing notod
“Student’s bdest

Cottrell TR, Ann Oncol 2018



Rationale for anti-PD1 and anti-CTLA4 combination as
neoadjuvant treatment in early stage NSCLC

Tumor

» Nivolumab (anti-PD-1) primarily acts at the
effector phase of the T cell response within
the tumor microenvironment

* |pilimumab (anti-CTLA-4) acts during the T-
cell priming phase in the lymphoid tissues

« Combining anti-PD-1 and anti-CTLA-4
therapies may be additive and/or synergistic.

Carlino M, Clin Cancer Res 2016



Neoadjuvant anti-PD1 + anti-CTLA4:
the phase Il NEOSTAR study

Screening Neoadjuvant therapy Surgery Standard Therapy
N= 44 Arm A:
SR Nivolumab || | | » 8 weeks Adjuvant
Eligibility 3 ma/k ! ol Surgery |~ | post surgery ThJ r
v NSCLC EL erapy
D1,15,29 D1 D15 D29
v’ Stage I-IIIA R
(AJCC7_"‘) 1:1 Flu for
v' Surgical ' RFS, 0S
Candidate | _‘I’f"“ B: a
Stratification 1%;’;‘(;’;‘: |
v Stage . | | [ 8 weeks Adjuvant
g Nivolumab |1 1 Surgery | " 7| nost surgery Therapy
3 mg/kg D1 D15 D29
D1,15,29
EVALUATION CT, PET/CT ‘ lT TurIn - ‘
Tumor
BIOMARKERS (Archival/fresh) Blood PBEL?’T Un(il:ir\?slhv)e d Blood
Blood
Stool Sieal lung PI: Cascone

Co-FlsQ5RESsMO 2018



Neoadjuvant anti-PD1 + anti-CTLA4:
the phase Il NEOSTAR study

Major pathologic response (£10% viable tumor cells)

Evaluable® Evaluable N NI
Resected resected n=14" n=12""*

MPR + pCR 8(31%) 4(28%)  4(33%) ("“::d:::x) (n:':rfdr'::x)
0% viable tumor cells (PCR) 5 (19%) 2 (14%) 3 (25%) » "'ag‘ﬁs'”m’ . 0525) : 02715’0) 0.364
1-10% viable tumor cells 3(11%)  2(14%) 1(8%) * 2 no surgery;1 awaiting surgery; 1 on therapy

** 3 no surgery; 1 awaiting surgery; 2 on therapy

*5 no surgery (2 N, 3 NI)

Overall™ 100 - t
Resected + unresectable % =
80
MPR + pCR 8(26%) 4(25%) 4(27%) g
E [ . l .
0% viable tumor cells (pCR)  5(16%) 2(13%) 3 (20%) 3 60 —
2
1-10% viable tumor cells 3(10%) 2(13%) 1(7%) | 40 o
= -
Path response pending 5= 2 3 2 9 -
**5 pending (2 N, 3 NI) 0 - -
N NI

ongress
MUNICH = =
M n=14 n=12

Cascone, ESMO 2018



Neoadjuvant anti-PD1 + anti-CTLA4:
the phase Il NEOSTAR study

Radiografic responses Association with MPR

N Arm - Evaluable pts (resected) n=14 NI Arm - Evaluable pts (resected) n=12

~ 100 Evaluable* No MPR* | MPR
Response 8 8 80 RECIST n(%) n(%)
% % % 5 =
mecisyy | "O% | 0B 6% 2 § L 60 CR 00) 1(13) 0002
CR 1(3) 0 (0) 1(6) 2 § L PR 00)  4(50)
PR 6(19) 5(31) 1(6) § if SD 14(78) 3(37)
) 19(59) 8(50) 11(69) 2 S 2 PD 422) 0(0)
PD 6 (19) 3(19) 3(19) "0 +5n0 surgery; 5 path responses N/A: 2
Not yet . o = 409 & awaiting surgery, 3 on therapy
evaluable g 20 4 s
. o E
* 1 pending, 1 on th :** 2 onth 3 : ; ;
pending, T on therapy on therapy ;% 0 ‘_3% Radiographic responses were
ORR (CR+PR): 22%(7/32) %3 20 %g positively asspmated with major
55 55 pathological responses
ORR by Arm: #'g 401 . ®'s 9 (p<0.002)
N: 31% (5/16) 50, i,
NI: 12% (2/16) H . g i '
80 -80 4 \-
ESRESMD ™™™ | |
2018 -100~ -100 - e

L eed W
*Considered SD in target lesion but overall PD due to new radiographic lesion

Cascone, ESMO 2018



Neoadjuvant anti-PD1 + anti-CTLA4:
the phase Il NEOSTAR study

Treatment-related adverse events (TRAEs) and surgical

complications
—-“_ _-“_

Grade 1-2 TRAE"
Increased Alanine
Aminotransferase
Chills

Cough

Diarrhea

Dyspnea

Fatigue
Hemoptysis
Hyperthyroidism
Hypomagnesemia
Hypothyroidism
Myalgia

Nausea

Pruritus

Rash acneiform
Sinus tachycardia
Increased WBC
Total

Totai repo!e

n

1
0
1
0
1
5
1
0
2
1
1
0
0
1
1
1

16

RAEs include toxicities that occurred in >1 pt

1.7
0
1.7
0
1.7
85
1.7
0
34
1.7
1.7
0
0
17
1.7
1.7
271

n

SR, OND R RO WAN SR WON

%

: | £
34
85
51
17
119
s I §
51
0
74
=t
10.2
34
136
: Ji7 5
1.7
729

Total N

NNONONNNONTEGN®ONN

59

S s % n % TotalN
Hypoxia (G13) 33.3 0 0 1
Pneumonia*™* (613) 333 0 0 1
Pneumonitis** (G15) 333 0 0 1
Total 3 100 0 0 3

*% . oge .
Pneumonia and pneumonitis occurred in the same pt.

Surgical complication (n=26 resected) m

Broncho-pleural Fistula (BPF)** 1(N)
Air Leak > 5 days 1 (NI)
Pneumonia** 1(N)

Pneumonitis** 1(N)

**BPF, pneumonia and pneumonitis occurred in the same pt.

Cascone, ESMO 2018



T cells (n/mm?)

Neoadjuvant anti-PD1 + anti-CTLA4:
the phase Il NEOSTAR study

Neoadjuvant N and NI increase proliferative and activated effector
TILs vs. untreated lung tumors

T-cell infiltration Different T-cell subsets proliferation
T lymphocytes (n/mm?) Effector tissue resident CD4* TILs  Effector tissue resident CD8+ TILs Peripheral CD4*TREGs
2 ! . :—‘—1—‘*‘ f == ® No MPF
& e . : 9 ®MPR
5 “ F
¥ = 5
| :
| . 8 ¥ g s
| ) S ©
3 o . Q
B 2 e
2 e 2
£ = — (8]
R — 8 | p=0.047 | p=0.121  * . p=0.057
N NI ° N NI N NI N NI
n=4 n=3 n=4 n=8 n=5 n=8 n=4 n=4

Change in T lymphocyte density between N
and NI (median value in post — pre treatment)

Cascone, ESMO 2018



Phase lll neoadjuvant CT+IO trials

KEYNOTE-671 Stage IIB-1lIA ~ N=393  4cycis-doublet + Pembro q3w
ECOG PS 0-1 ‘ R N\ ->§-> 13 cy Pembro 3w EFS
Fit for surgery N 4 cy cis-doublet q3w 0s
Any PDL1 expression N=393 ->$ -> 13 cy Placebo q3w

Impower—030 Stage IIB-11IA-11IB T3N2 N=151 4 cy plat-doublet + Atezo q3w

ECOG PS 0-1 'R‘ : / -> S$-> 16 cy Atezo q3w -
. ( ) Major Path Resp
Fit for surgery \ - \ 4 cy plat-doublet + Placebo q3w
Any PDL1 expression T N=151 > $§->SoC
Checkmate-816 . Nivo 3mg/kg q2w_-

/Stage IB (>4cm)-II-IIIA\ N} adjuvant
E_COG PS 0-1 ( ; 7; 3 cy plat-doublet + Nivo 360 mg q3w Path CR
Fit for surgery e . ) -> S -> SoC adjuvant EFS
EGFRwt ALK- o \ o

cy plat-dou
(AnyPDLLexpression | N-175 S e b

Modified from Vansteenkiste JB, ESMO 2018



Take home messages

» Although with some method limitation of the PACIFIC phase Il trial,
durvalumab as consolidation after cCTRT might be considered as new
standard of care in unresectable stage 11l NSCLC

» Adjuvant 10: long time results, difficult assessment of clinical benefit,
lower compliance

» Neoadjuvant I0: the ideal setting for early micrometastasis
eradication, clinical benefit evaluation and translational pre-post
surgery studies.

» CT+l0: a promising future
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