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Stage Ill NSCLChaterogeneouspicture

Locally allvanced
{ STAGE II] NSCLC I

MULTIDISCIPLINARY Inizial management:
TEAM - High resolution CT-scan + PET-scan [IASLC 8" TNM
- Contrast enhapced brain MRl or CT classification]

- Cardio-pulmonary function

| STAGE IlIA | assessment = STAGE llIB | STAGE IlIC |

l | -

STAGE IIIA STAGE IIIA T3-T4 and N2 T3-T4
N2 involvement T3-T4 disedse OR AND
Cytological/hystological evaluation of (+ superior sulcus_ tumors) T1-T2 and N3 N3 involvement

mediastinal LNs (EBUS/EUS/mediastinoscopy) |

\J/ \1/ Potentially : Unresectable \L
T1-3 and Unresectable N2 Potentially resectable . 13-T4 I Unresectable |
unforeseen N2 (bulky disease or resectable N2 ‘ I l
(microscopic multilevel N2) * ] . \l/
N2 at surger
gery) \J/ \l/ " Definitive concurrent
Induction Induction 5 ChT-RT
ChT ChT-RT . (Platinum-based ChT
RO R1-R2 Tumor assessment L] +60-66Gy/30-33F)
\’ \ v ' v ‘
Adj ChT+  Sequential or . . . * Unresectable N2
sequential concurrent Non-progressive Progressive - (bulky disease or
adj RT ChT-RT d'sease\IfSD/PR) disease (PD) . multilevel N2)

Surgery



Unresectablestage Ill NSCLC

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

2000: concurrentchemoradiotherapy: median OS 18 m

Concomitant radio-chemotherapy based on platin
compounds in patients with locally advanced non-small
cell lung cancer (NSCLC): A meta-analysis of individual
data from 1764 patients

A. Aupérin', C. Le Péchoux’, J. P. Pignon', C. Koning®, B. Jeremic®, G. Clamon®, L. Einhom’,

Meta-Analysis of Concomitant Versus Sequential
Radiochemotherapy in Locally Advanced Non-Small-Cell
Lung Cancer

D. Balf, M. G. Trovo®, H. J. M. Groen'®, J. A Bonner™", T. Le Chevalier® & R. Aragada®"? Jose Beld

On behalf of the Meta-Analysis of Cisplatin/carboplatin Dased Concomitant Chemotherapy in

Marte-Cectle Bo:
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Anne Aupérin, Cectie Le Péchoux, Eseelle Rolland, Walser |. Curran, Kiyoyuks Furuse, Plerre Fournel,
ald L Hakkt Cuneyr Uluetn, Rebecca Pauls
1 LA terhoeve, Xtaofet Wang, Lesley Stewary, Rodrigo Arriagada,

Takcharu Yamanaka

non-small cell Lung Cancer (MAC3-LC) Group Annals of Oncology 17: 473-483, 2008 oo b‘urdr::o .}mn ‘e J Ciin Oncol 2862161-2190. © 2010
1.00 Survival o—- AT+ soqCT
e RT 80
han RT+CT
0.60 =
0.40 +4% at 2 years & pa"iative = 40 |
0.20 i |
0.00 4 ' } } — 7 G Sae e Ta e o -
0 1 2 3 4 \5/ 86 7 o = . = {j
Regimen Median OS 2y OS Sy OS
Meta-analysis 2006
RT alone - (12 mo) 21.4% 6%
Concurrent CTRT - r:;:':::::;:’::sl = (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 (18 mo) 2557 15.1% 1 Vansteenkistd F, ESMO 201




Unresectablestage Ill NSCLC

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

60 / 2 Gy 2/ Improve *  Failure of PROCLAIM (ASCO 2015)2
chemotherapy ? > Cis-pemetrexed no better OS

3/ Targeted *  Failure of RTOG 0617 (WCLC 2013) 3

therapy ? > Cetuximab not better than placebo
[ » Benefitsin stage IV are NOT translated in stage Ill

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
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Tecemotide(L-BLP25Yys. placeboin
unresectablestage Il NSCLC

B Timetoprogressionin all patients

100 Tecemotide Placebo
90 (N=B29) (N=410)
Time to progression, months
80+ Median 100 B4
z 70 95% Cl (91-11.5) 7-2-10-8)
5 6o HR (95% C1) 0-87 (075-1-00)
E !
E 50— 1_1“_‘:‘
40— 1
g 30 L‘_" * m:_HL:HI_‘T—l—E A
204 M 1004
10—
o T T T T T T T T T T 1 ~ B0
0 & 12 18 24 30 36 42 48 54 60 66 E
. Months since randomisation =
Number at risk T B0
Tecernotide 829 513 329 205 144 122 96 60 30 13 5 o o
Placebo 410 26 144 00 58 49 42 25 15 9 3 0 ﬁ
a
E 40 1
e
3
@ 201
cCTRT Tecergggde PIEGEE;BD —— Tecemotide
(n=538) (n=268) ____ pjacebo
Median 204 20.8 ! risk
5% Cl (25.7-35.4) (17.8-24.2)
. laceb
HR (95% CI) 0.814 (0.678-0.976) p:0.02 acebo

Tecemotide  Placebo

Tecemotide
(n=829)  (n=40) - — Placebo
Median 258 22.4
95% Cl (23.1-29.4) (19.6-25.5)
HR (95% CI) 0.889 (0.770-1.027)

6 12 18 24 30 3B 42 48 B4 60 66 T2 T8 B4
Months

zcemotide 829 7657 626 498 411 347 278 208 178 162 104 &7 27 11 O
410 353 289 213 174 138 108 B4

72 65 40 22 10 65 0

ButtsC, Lance®ncol2014; MitchellP AnnOncol2015



Therationale for PD1/PDL1 ICI In
unresectablestage Il NSCLC

CHEMORADIATION

Chemoradiation induces
tumor antigen release and
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DURVALUMAB
PDL1 overexpression

leads to immune I
cell evasion Durvalumab reverses immune suppression and
leads to a systemic antitumor response

%

g} Antigens Durvalumab

Inactive
T cells

DengL,JClinlnvest2014;DovediSJCanceRes2014;ChaconlA Vaccines (Base?016;FormentiSC,JNatl Canceinst2013;Funaki SOncolRep

2017:AntoniaSJN Engl J Me@017



Durvalumabvs. placebo inunresectablestage 11l NSCL

Patients with stage Ill, locally

advanced, unresectable NSCLC 4 oDurx(alun;abfo 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

PazAres L, ESMO 20



Durvalumabvs. placebo inunresectablestage 11l NSCL

PFSHR 0.52p<0.0001
ORR 28.4% vs 16%<0.001
Manageablesafety profile

0OS has much
Inte more weight
@ : ~
//
N o

( Primary PFS
b

~ 458 PFS events
Interim OS
~ 285 events

( Second OS
~393 0S events

[ Final OS &
>
~ 491 OS events o
B palliative I/ cure

Vansteenkistd FESMO 201




Durvalumabvs. placebo inunresectablestage 11l NSCL

Updated Progressioifiree Survival by BICR* (ITT)

1.0 -
0.9
0.8 +

0.7
0.6
0.5
0.4
0.3
0.2
0.1 -

0.0

PFS HR =0.51
95% Cl, 0.490.63"

No. of events /
No. of patients (%)

Median PFS
(95% CI)
months

Durvalumab 243/476 (51.1)

Placebo 173/237 (73.0)

Probability of Progression-free Survival

15 18 21 24 27

Time from Randomization (months)

No. at Risk
Durvalumab 476

237

377
163

302
106

268
86

213
67

188
55

163
46

143
39

116
32

83

Placebo 24

30 33 36 39
43 23
10 5 0 0

17.2 (13.£23.9)

5.6 (4.67.7)

Scott A, WCLC 20



Durvalumabvs. placebo inunresectablestage 11l NSCL

Overall Survival* (ITT)
OS HR=0.68

10+ 99.73% CI, 0.469.997
[ 0.9 7 P=0.00251
E 0.8 H
@ 0.7 -
T 0.6
(O] 1
3 054 ! -
5 o4 ! 55.6% Median OS
P ' No. of events / (95% CI)
% 0.3 1 ! : No. of patients (%) months
5 027 ! i Durvalumab 183/476 (38.4) NR(34.7cNR)
A 01— ! !

0.0 i :

P:ou,clpu T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from Randomization (months)

No. at Risk
Durvalumab 476 464 431 415 385 364 343 319 274 210 115 57 23 2 0
Placebo 237 220 198 178 170 155 141 130 117 78 42 21 9

116/237 (48.9)

28.7 (22.2NR)

Scott A, WCLC 20



Durvalumabvs. placebo inunresectablestage 11l NSCL

Updated Time to Death or Distant
Metastasis (TTDM) by BICR* (ITT)

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

Median TTDM
(95% CI)
months

Durvalumab 28.3 (24.@34.9)

Placebo 16.2 (12.521.1)

0.2
0.14

TTDM HR =0.53
95% CI, 0.417 0.68

0.0

Probability of Death or Distant Metastasis

0

No. at Risk

! ! ! ! ! ! ! ! ! ! ! ! 1
3 6 9 12 15 18 21 24 27 30 33 36 39

Time from Randomization (months)

Durvalumab 476 419 357 316 259 223 194 163 129 92 46 25

Placebo 237

189 139 118 S5 7Y 64 <S4 39 27 12 5 0 0

Updated Incidence of
New Lesions by BICR* (ITT)

New LesiorSite

Durvalumab

(N=476)

Placebo
(N=237)

Patientswith any 107 (22.5) 80 (33.8)

newlesion,n (%)
Lung 60 (12.6) 44(18.6)
Lymph nodes 31 (6.5) 27(11.4)
Brain 30 (6.3) 28(11.8)
Liver 9 (1.9) 8 (3.4)
Bone 8 (1.7) 7 (3.0)
Adrenal 3(0.6) 5(2.1)
Other 10(2.1) 5(2.1)

Scott A, WCLC 20



Durvalumabvs. placebo inunresectablestage 11l NSCL
Updated Safety Summary

Durvalumab Placebo
(N=475) (N=234)
Any-grade alicausality AEs, n (%) 460 (96.8) 222 (94.9)
Grade3/4 145 (30.5) 61 (26.1)
Outcomeof death 21 (4.4) 15 (6.4)
Leadingo discontinuation 73 (15.4) 23 (9.8)
Serious AEs) (%) 138 (29.1) 54 (23.1)
Anygrade meumonitigradiation pneumonitis, n (%) 161 (33.9) 58 (24.8)
Grade 3/4 17 (3.6) 7 (3.0)
Outcomeof death 5(1.1) 5(2.1)
Leading to discontinuation 30 (6.3) 10 (4.3)

to time from radiation

U Similarsafety profilesin different PD-L1expressionsubgroupsand according

Scott A, WCLC 20
FaivreFinn C, ESMO 20



Durvalumabvs. placebo inunresectablestage 11l NSCL

Progressiorree and Overall Survival by Subgroup (ITT)

/oo Important facts regarding PIL.1 status: \

PDL1 testing was not required

1

T 37% of patients with unknown PID1 status

I PDL1 status was obtained pr€RT (getting a sample peSIRT medically not feasible)
1

PDL1 expressiodevel cutoff of 1% was part of an unplanned pekbc analysis requested

K by a health authority /

FaivreFinn C, ESMO 20




