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Avant 2018...

La chimio-radiothérapie, traitement standard des CBNPC localement avancés non résécables

STADES CLINIQUES HIB-IIC
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) En pratique, jusqu’en 2018...

RT 60 - 66 Gy
ou
ou RT 60 - 66 Gy
RT 60 - 66 Gy

Median Survival
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Le standard est la chimio-radiothérapie

A No. Deaths / No. Entered
Trial RT+ConcCT RT+SeqCT O Variance Hazard Ratio HR (95% CI) A 100
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PHASE lll STUDY COMPARING SECOND- AND THIRD
GENERATION REGIMENS WITH CONCURRENT
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STUDY DESIGN

Arm A (MVP)

' CDDP 80 mg/m2 d1 CDDP 80 mg/m2 d1
Unresectable VDS 3mg/m2 d1,8 VDS 3mg/m2 d1,8
NSCLC l\qn4MCx82mglr:|2 d1 — | qM4MCx82mg[n:2 d1

w cycles w cycles
IS\tag: gg\/"'B RT 60Gy (2 Gy/fr. Split) |
ge yrs

PS 0-1 Arm B (IC)

L CBDCAAUC 2 CBDCAAUCS5 d1
Stratification Irinotecan 20 mg/m? Irinotecan 50 mg/m?
 Gender d1,8,22,29,36 " d1,8
« Institution RT 60Gy (2 Gy/fr. Split) q3w X 2 cycles
* Stage Arm C (PC)

!
Sample size CBDCA AUC 2 CBDCAAUCS5 d1
N = 4p50 Paclitaxel 40 mg/m? Paclitaxel 200 mg/m?
= d1, 8,22, 29, 36 T |ldt
(n =150 per arm) RT 60Gy (2 Gy!/fr.) q3w X 2 cycles

:

ERRESMD
2019
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3

. COMPARISON OF OVERALL SURVIVAL (0OS) AND PROGRESSION-FREE SURVIVAL (PFS)

0S

PFS

Arm A
Arm B

ongress

BARCELONA

2019
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o mOs (95% CI) 20.5m 19.8m
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‘ Inhibition de points de controle: PD-1 et PD-L1

Trafficking of
T cells to tumors

Priming and activation

Anti-CTLA4 @
Anti-CD137 (agonist)

Anti-OX40 (agonist)
Anti-CD27 (agonist)
IL-2

IL12

; ’ L c? ‘

Peripheral
tissue

= Infiltration of T cells
_ CS/ into tumors

Anti-VEGF

Cancer antigen

presentation @
Vaccines

IFN-x Recognition of
GM-CSF @ cancer cells by T cells
Anti-CD40 (agonist)

TLR agonists CARs

Killing of cancer cells

@ Anti-PD-L1
Release of Anti-PD-1
cancer cell antigens IDO inhibitors

Chemotherapy
Radiation therapy
Targeted therapy

Chen et al. Immunity 2013;39:1
Ribas. N EnglJ Med 2012; 366:2517




) Associer Immunothérapie et radiothérapie?

CHEMORADIATION DURVALUMAB

l Durvalumab reverses immune suppression and

] leads to a systemic antitumour response
PD-L1 overexpression

leads to immune

cell evasion

Chemoradiation induces
tumour antigen release and
an adaptive immune

Durvalumab
response R _

Deng et al. J Clin Invest 2014;124:687
Dovedi SJ et al. Cancer Res 2014;74:5458




The NEW ENGLAND SUBSCRIBE
JOURNAL of MEDICINE OR RENEW

This content requires an NE]M.org account. Create a free account now. Already have an account? Sign in.

ORIGINAL ARTICLE ((FREE PREVIEW )

Overall Survival with Durvalumab after Chemoradiotherapy in Stage III
NSCLC

Scott |. Antonia, M.D., Ph.D., Augusto Villegas, M.D., Davey Daniel, M.D., David Vicente, M.D., Shuji Murakami, M.D., Rina Hui, Ph.D., Takayasu
Kurata, M.D., Ph.D., Alberto Chiappori, M.D., Ki H. Lee, M.D., Ph.D., Maike de Wit, M.D., Ph.D., Byoung C. Cho, M.D., Ph.D., Maryam Bourhaba,
M.D., et al., for the PACIFIC Investigators*

< December 13, 2018
N Erlg| J Med 2018; 379:2342-2350
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Immunothérapie en consolidation apres chimio-
f) radiothérapie

PACIFIC: Study Design

Phase 3, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study*

Unresectable, Stage Ill NSCLC Durvalumab . :
without progression after definitive 10 mg/kg q2w for Primary endpolnt_s
platinum-based cCRT (22 cycles) up to 12 months * PFS by BICR using
N=476 RECIST v1.1t
18 years or older 1-42 days « 0OS
WHO PS score 0 or 1 post-cCRT L
| _ 2:1 randomization, Key secondary
If available, archived pre-cCRT stratified by age, sex, and endpoints
tumor tissue for PD-L1 testing* smoking history . ORR. DoR and
TTDM by BICR
All-comers population « PFS2 by
(i.e. irrespective of PD-L1 status) investigator
« Safety
N=713 randomized « PROs

*Using the Ventana SP263 immunol histochemistry assay

TDf d s the time frof dmiz tlthdt of objec %: or death by any ¢ n the absence of prog BICRbIdd ndependent central re:
tCRT F'FS2 tmet dprog n; RECIST, Res pons E | t t S lid Tumors; TI'DM tmet d thord t tme astasis. ClinicalTrials.g vnumb NCT02123461
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f) PACIFIC: Ouelle séauence de chimio-radiothéranie?

Study entry

> 2 cycles of platinum-based chemotherapy
> 60 Gy total radiation dose

> 2 cycles of platinum-based chemotherapy
> 60 Gy total radiation dose

> 2 cycles of platinum-based chemotherapy
> 60 Gy total radiation dose

> 2 cycles of platinum-based chemotherapy
> 60 Gy total radiation dose
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radiothérapie

)

Updated Progression-free Survival by BICR* (ITT)

Immunothérapie en consolidation apres chimio-

0 3 6 9 12 15 18 21 24 27 30
Time from Randomization (months)

No. at Risk
Durvalumab 476 377 302 268 213 188 163 143 116 83 43
Placebo 237 163 106 86 67 55 46 39 32 24 10

©
s 104
€ 09 PFS HR = 0.51 Median PFS
2 08 95% CI, 0.41-0.631 No. of events / (95% ClI)
(4 No. of patients (%) months
074

Durvalumab 243/476 (51.1 17.2 (13.1-23.9
3 067 49.5% (51.2) ( )
2 o5 Placebo 173/237 (73.0) 5.6 (4.6-7.7)
>
O 04~
o
'-06 0.3 +
£ 024 a 26.7%
2 0.1 E |
'Q 1 1
nE. 0.0 | | T i | | I I I I | | |

Antonia NEJM 2018
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PACIFIC: survie sans métastases

Updated Time to Death or Distant Updated Incidence of
Metastasis  mediantrom New Lesions by BICR* (ITT)
(95% c1)

1.0 months

0.9+ Durvalumab 28.3 (24.0-34.9) Durvalumab Placebo
New Lesion Site" (N=476) (N=237)

°
(7]
1]
®
b
§ 0.8 : Placebo 16.2 (12.5-21.1)
= 071 ' Patients with any 107 (22.5) 80 (33.8)
S new lesion, n (%)
2 0.6
2 os Lung 60 (12.6) 44 (18.6)
5 054
S 0.4 Lymph nodes 31 (6.5) 27 (11.4)
[<}]
% 0.3- Brain 30 (6.3) 28 (11.8)
2> 0.2 .
% TTDM HR = 0.53 Liver 9(1.9) 8 (3.4)
s 014 95% CI, 0.41-0.68 Bone 8 (1.7) 7 (3.0)
£ 00 — T T T T T T T T T T T 1
o Adrenal 3 (0.6) 5(2.1)
0 3 6 9 12 15 18 21 24 27 30 33 36 39
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 1 0

Placebo 237 189 139 118 95 77 64 54 39 27 12 5 0 0
Antonia et al. NEJM 2018
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) PACIFIC: survie globale

OS HR = 0.68

1.0 -
99.73% CI, 0.469-0.9971

T 097 P=0.00251

S o8-

-

» 0.7+

T 06-

Q 1

3 054 ! -

5 04 ! 55.6% HHH s : Median OS

2 : | No. of events / (95% Cl)

= 031 ! i No. of patients (%) months

g 0.2 E : Durvalumab 183/476 (38.4) NR (34.7-NR)
I

o 071- i i Placebo 116/237 (48.9) 28.7 (22.9-NR)

0.0 | I | i I I I | | | | | I | |

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 0

Placebo 237 220 198 178 170 155 141 130 117 78 42 21 9 ! 0 Antonia NEJM 2018
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PACIFIC

Analyse des sous groupes

- - 0 ) - 0
Al patients HH o
Male r—i—c : —a—
Sex : H
Female —— ——
<B5 years = = —e—
Age at randomization e
265 years —e—i —e—
Smok HH i
Smoking status m? = ¢ - —
n Stage A I —e—
Disease stage E B ’
Squamous —e—i: —e—t
Tumor histologic type Non-squamous : :
Cisplatin —e— —e—
Prior definitive CT C = -
CR NA® NA*
Best response to prior treatment PR —e— ——
SD [ |._.._.| H
Positive . NA*
EGFR status Negative —@— —e—i
Unknown —a— ———
025 05 100 200 025 050 100 200
- Durvalumab better Placebo better - N Durvalumab better Placebo better "
*Not calculated if subgroup has <20 events
Antonia et al. NEJM 2018
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Données exploratoires

Délai apres radio-chimio

PFS (BICR) 0s
HR No. of events / No. of patients (%) HR No. of events / No. of patients (%)
(95% CI) Durvalumab Placebo (95% CI) Durvalumab Placebo
T2 H@H : 214/476 (45.0) 1577237 (66.2) @ : 183/476 (38.4) 116/237 (48.9)
1 1
Time from last | i
radiotherapy to | |
randomisation l 1
<14 days f—e— : 50/120 (41.7) 46/62 (74.2) —e— : 39/120 (325) 35/62 (56.5)
214 days — @ 164/356 (46.1) 111/175 (63.4) o 144/356 (40.4) 81/175 (46.3)
1 1 1 1 I 1
‘ 0.25 05 1 2 N ~ 0.25 0.5 1 2 N
- Durvalumab better Placebo better B 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) 284 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) 265 158
9 Faivre-Finn et al. ESMO 2018




) PACIFIC: biomarqueur PD-L1

- - 0 [) - .
All patients - : o
225% boe —_—
PD-L1 status (pre-specified) <25% —— i
Unknown —— ——
21% —e—i —_——
PD-L1 status (post-hoc) 1-24% —e— .
<1% booe iy —————i]
025 05 100 200 025 050 100 200
- Durvalumab better Placebo better - h Durvalumab better Placebo better

* Important facts regarding PD-L1 status:
- PD-L1 testing was not required
- 37% of patients with unknown PD-L1 status
- PD-L1 status was obtained pre-CRT (getting a sample post-CRT medically not feasible)

- PD-L1 expression-level cutoff of 1% was part of an unplanned post-hoc analysis requested by
a health authority

Note : PFS data based on data cutoff of Feb 13, 2017, and OS data based cutoff of March 22, 2018 Faivre-Finn et al. ESMO 2018
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) Analyse post-hoc: expression de PD-L1

PFS (BICR) by PD-L1 TC 21% PFS (BICR) by PD-L1 TC <1%
No. events / No. events /
No. patients Median PFS No. patients Median PFS
1.0 — (%) (95% CI), mo 10 - (%) (95% CI), mo
0' 9 Durvalumab, 21%  84/212(396) 17.8(16.9,NR) 0' 9 Durvalumab, <1%  49/90(544) 10.7 (7.3,NR)
3 Placebo, 21% 59/91 (64.8) 56(36,11.0) B Placebo, <1% 40/58 (69.0) 56(3.7,10.6)

21% PFS HR 0.46 (95% CI, 0.33, 0.64) <1% PFS HR 0.73 (95% Cl, 0.48, 1.11)

Durvalumab, 21%
Durvalumab, <1%

Probability of PFS
o
(4]
|
Probability of PFS
o
(4]
|

0.3 4 0.3
0.2+ i 0.2 1
04 Placebo, 21% 0.1 Placebo, <1%
0.0 T T T T T T T T 1 00 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 1 18 2 24 27
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk
Durvalumab, 21% 212 174 143 127 82 52 30 14 1 0 Durvalumab, <1% 80 70 51 42 23 El - 1 0 0
Placebo, 21% 91 50 £ X 20 13 8 4 3 0 Placebo, <1% 58 45 25 21 14 8 5 0 0 0

Faivre-Finn et al. ESMO 2018
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) Analyse post-hoc: expression de PD-L1

OS by PD-L1 TC 21%

OS by PD-L1 TC <1%

No. events /
No. patients Median OS
(%) (95% CI), mo
Durvalumab, <1%  41/90 (456) NR (20.8,NR)
Placebo, <1% 19/58 (32.8) NR(27.3,NR)

<1% OS HR 1.36 (95% Cl, 0.79, 2.34)

Placebo, <1%

Durvalumab, <1%

Difference in RMST (95% CI): -0.6 months (-3.4, 2.3)

T T T T T T T T T T T 1
9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)

81 72 65 58 50 45
45 4 43 40 38

3B 20 7 3 0 0
B 21 1 8 3 1 1 0

In the PD-L1 TC <1% subgroup, the number of events are low and overall the subgroup is

No. events /
No. patients Median OS
(%) {95% CI), mo
Durvalumab, 21%  70/212(33.0) NR (NR, NR)
10 — Placebo, 21% 45/91(495) 291 (17.7NR) 1.0 -
' >1% OS HR 0.53 (95% Cl, 0.36, 0. A
09 : L 09
0.8 0.8
8 07~ Durvalumab, 21% 8 fi7
o ) - :
; 0.6 ; 0.6
= 05+ = 05
8 2
s 04 o 04
g 03— Placebo, >1% g 034
0.2 - 0.2 1
01 . 01 =]
0.0 — T T T T T T T T T T T T T 0.0 —
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 0 3 6
Time from randomisation (months)
No. at risk No. at risk
Durvalumab, 21% 212 208 183 187 178 171 1685 156 134 105 62 34 12 1 0 0 Durvalumab, <1% €0 g8 84
Placebo, 21% O1 81 75 87 84 58 52 45 41 20 17 7 5 2 0 0 Placebo, <1% 58 56 47
small

Imbalances in baseline characteristics

Faivre-Finn et al. ESMO 2018
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AMM INFINZI® (DURVALUMAB)

L’indication validée par la décision de la Commission Européenne dans le cadre de ’AMM
de IMFINZI (durvalumab) le 24 septembre 2018:

IMFINZI est indiqué en monothérapie dans le traitement des patients adultes atteints d’'un cancer
bronchique non a petites cellules (CBNPC) localement avance, non opérable, dont les tumeurs
expriment PD-L1 = 1% des cellules tumorales et dont la maladie n’a pas progressé aprés une
chimioradiothérapie a base de platine.
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AMM INFINZI® (DURVALUMAB)

Profil de tolérance

ongress
EESH0 Safety Summary*
13 février 2017
Durvalumab
{N=475)
Any-grade all-causality AEs, n (%) 460 (96.8) 222 (94.9)
| Grade 314 142 (29.9) 61(26.1) |
Grade 5 21(4.4) 13 (5.8)
| Leading to discontinuation 73 (15.4) 23 (9.8) |
Any-grade treatment-related AEs, n (%) 322 (67.8) 125(53.4)
SAEs, n (%) 136 (28.6) 53 (22.6) 22 mars 2018
Any-grade immune-mediated AEs, n (%) 115 (24.2)
Grade 3/4 16 (3.4) Durvalumab Placebo
(N=475) (N=234)
Any-grade all-causality AEs, n (%) 460 (96.8) 222 (94.9)
Grade 3/4 145 (30.5) 61 (26.1)
Qutcome 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 (24.9)
Grade 3/4 17 (3.6) 7 (3.0)
Qutcome of death 501.1) 5(2.1)
Leading to discontinuation 30 (6.3) 10 (4.3)
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f) ESMO 2019

Efficacy evaluation of concurrent nivolumab

' addition to a first-line, concurrent chemo-
radiotherapy regimen in unresectable locally
etOp advanced NSCLC - Results from the European
formation | Ressarcn 1 YOTACIC Oncology Platform (ETOP 6-14) NICOLAS
phase I trial.

Solange Peters et al.
ESMO 2019 poster discussion




ESSAI NICOLAS

Essai de phase II non randomisé CBNPC stade III

+ The safety analysis has earlier provided evidence that nivolumab administration concurrently to
chemo-radiotherapy (CRT) is safe and tolerable, with respect to the occurrence of clinically
relevant (grade=3) pneumonitis.

Primary endpoints:

Screening, eligibility * Pneumonitis-free rate of grade = 3 (CTCAE V4.0)
and enrolment any time during 6 months post radiotherapy.

Stage  Hierarchically tested: 1-year progression-free
nals survival (PFS) (from chemotherapy start)
Hierarchical design: |F safety proven - Efficacy
| l | | T | evaluation:
Nivolumab: 360 mg Q3W 4 doses, followed by 480 mg Q4W up to 1 year
Whole body * 1-year PFS, sample size n=74
FDG-PET I
| « Hy: PFS, < 45% vs H,: PFS, > 60% (1-sided
CT scans year 1: every 9 weeks, year 2: every 12 weeks, beyond 2 years: every 6 months ..until PD

alpha=5%, power=83%)

« Success rule: at least 41 patients reach 1-year
without PFS event (i.e., maximum 33 PFS events)

| o @ /3L | ™



)

6| Results: Main Efficacy Analysis

Main Efficacy Analysis (21 August 2019): 1-year PFS
Among 74 evaluable patients:

« 37 PFS events have occurred

« 37 patients are progression-free

« 1-year PFS rate 50.0% (90% Exact binomial Cl: 39.9%, 60.1%)

* The required number of 41 patients without progression at 1-year has not been reached.

* Thus, we cannot reject the null hypothesis of 1-year PFS rate <45% versus 60% (p-
value=0.23).

Note: 1-year (12-month) PFS time is rounded to scheduled evaluation month.

Slides for the discussant - ESMO 2019 poster etop
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7| Results: Progression-free survival (for all N=79 enrolled patients, by 23 May 2019)

100+
By histology
Bo_
g
]
2 60
I
=
w
2 HH——r + + + + +
&
=
g a0
4
z_ Histol n (%) of PFS 12m PFS% Median Log-rank
oBY events (95% C1) (95% CI)
20 Squamous 19(67.9) 51.6(315,685) 14m (10.1,22.8)
Non- 23(48.9) 49.5(343,630) 12m(72,NE) 07
sguamaous
— Squamous
0 Non-squamous + Censored
T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26
No at Risk Months
Squamous 28 27 25 23 21 19 14 11 9 8 6 3 1 1
Non-squamous 47 42 39 35 30 27 23 12 8 7 6 4 3 1

* Histology is missing for n=4

SGalande79 %
Médiane de SG estimée a 25 mois (données non matures)
Profil de toxicité acceptable de I'association RT/CT + nivolumab

Résultats d’efficacité décevants
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By stage
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& P n (%) of PFS 12m PFS5% Median Log-rank
20| 8 events (95% Cl) (95% CI) p
Ila 11(39.3)  66.3(45.2,809)  28m(7.2,280) oo
b 32(64.0) 42.5(28.4,559) 12m(8.9,17.8) :
1lla
04 —— b + Censored
0 2 4 6 8 10 12 14 16 18 20 22 24 26
No at Risk Months
1lla 28 26 24 21 19 18 16 10 9 9 6 3 2 1
1llb 50 46 41 38 34 30 22 14 9 7 7 4 2 1

* Stage is missing for n=1



NCCN Guidelines 2018

CLINICAL PRETREATMENT EVALUATION INITIAL TREATMENT
ASSESSMENT Ipsilateral
mediastinal
node negative — See Treatment for Stage A (NSCL-6)
. Contralateral (T4, N0-1)
* FDG PET/CT scan! (if not mediastinal ) N
previously done) node negative Ipsilateral Definitive
« Brain MRI with contrast mediastinal |____ [concurrent Durvalumabd
« Pathologic confirmation node positive chemoradiation®%4
Stage lIB of N2-3 disease by either: (T4, N2) (category 1)
(T4, N2) ’ gledlas:m?sc:: ps; h Contralateral Definitive concurrent
. » Supraclavicular lymp mediastinal o Surveillance
Stage llIC . lL,q,u q surveillance
(T4gN3) node biopsy node positive — chimorad;atlon }—b Durvalumab |—» (NSCL-15]
! » Thoracoscopy (T4, N3) (category 1)
» Needle biopsy
» Mediastinot
N Elﬁ sl;&;.ol::yomy See Treatment for Metastasis
» EBUS biopsy Metastatic disease »| limited sites (NSCL-13) or
distant disease (NSCL-16)

CHEMOTHERAPY REGIMENS USED WITH RADIATION THERAPY

Concurrent Chemotherapy/RT Regimens

« Cisplatin 50 mg/m? on days 1, 8, 29, and 36; etoposide 50 mg/m? days 1-5, 29-33; concurrent thoracic RT2-0:*T

= Cisplatin 100 mg/m? days 1 and 29; vinblastine 5 mg/m2/weekly x 5; concurrent thoracic RTD*T

« Carboplatin AUC 5 on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 4 cycles; concurrent thoracic RT® (nonsquamous)*

- Cisplatin 75 mg/m? on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 3 cycles; concurrent thoracic RT9® (nonsquamous)*T
+ additional 4 cycles of pemetrexed 500 mg/m?"

. Paclita;tel 45-50 mg/m? weekly; carboplatin AUC 2, concurrent thoracic RT"*T + additional 2 cycles of paclitaxel 200 mg/m? and carboplatin
AUC 6

13 apy for Patients wi and isease
Definitive Chemoradiation
Durvalumab 10 mg/kg IV every 2 weeks for up to 12 monthsh

*Regimens can be used as preoperative/adjuvant chemotherapy/RT.
tRegimens can be used as definitive concurrent chemotherapy/RT.
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f) Quelle strategie optimale?

~ I

5 CURWTx  ITx consolidation
c [NCTiTxinductionl) [NCTRTI +/- 1T

W.E.E.Eberhardt, ESMO 2019 Poster discussion 1457, 1458, 1459
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