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Survie des NAPC stades lll non résécables

e CT/RT séquentielle: médiane 13.7 mois et 10.6% de survie a 5
ans!

e CT/RT concomitante:
* Meta-analyse!: médiane 17 mois et 15.1% de survie a 5 ans
* PROCLAIM? (bras standard): médiane 25 mois et 37% de
survie a 3 ans

* RTOG 06173 (bras standard): médiane 28.7 mois et 58% de
survie a 2 ans

* Globalement moins de 25% des patients sont vivants a 5 ans

1Auperin A, et al. J Clin Oncol. 2010.
2Senan S, et al. J Clin Oncol. 2016.
3Bradley J et al, Lancet Oncol 2015
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Immunothérapie et RT



Changements immunologiques liés a la RT

pre-radiotherapy post-radiotherapy

Daly ME et al. JTO 2015: 10; 1685-93



Plusieurs types d’approches

* Immunothérapie en traitement adjuvant apres RT-CT:
 Inhibiteurs de points de contrble (anti PD-1 et anti PDL-1):
e Essai PACIFIC avec Durvalumab
* Vaccinothérapie:
* Essai START négatif
* Essais START2 et INSPIRE

* Immunothérapie en traitement d’induction avant chirurgie

* Immunothérapie pendant la RT ou la RT-CT:
e Stades localement avancés:
e 1 essai de phase | avec le pembrolizumab + RT-CT
» Stades métastatiques:
e SBRT sur un site tumoral + immunothérapie
» Effet abscopal
* Cas cliniques, essais en cours (expérience du mélanome...)

Daly ME et al. JTO 2015: 10; 1685-93
Clinical.trial.gov



Essai START (tecemotide ou L-BLP25)

+ CBNPC stadellll

* Inopérables

* Non progressifs aprés CTRT
+ (T a base de platine

« RT > 50 Gy

+ CTRT séq ou conco
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CTRT suivie de L-BLP25

Jusqu'a progression

Survival probability (%)

CTRTsuivie de placebo

Jusqu'a progression

L-BLP2E est un antigéne spécifique anti MUCL a4 gk
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* Pas de différence en survie globale sur

la population totale

» Bénéfice significatif en survie globale
pour les patients traités par RT-CT
concomitante (2/3 des pts):

Survival probability (%)

* 29,4 mois vs 20,8 mois

* HR=0,81 (IC95%: 0,68-0,98); p=0,026

RT-CT GOLF 2017
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Butts C et al. Lancet Oncol 2014; 15: 59-68
Mitchell P et al. Ann Oncol 2015; 1134-1142



PACIFIC: A DOUBLE-BLIND, PLACEBO-CONTROLLED PHASE
I1l STUDY OF DURVALUMAB AFTER CHEMORADIATION
THERAPY IN PATIENTS WITH STAGE lil, LOCALLY
ADVANCED, UNRESECTABLE NSCLC

Phase Ill, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study

Patients with stage lll, locally

advanced, unresectable NSCLC 10?ﬂur;::lun21;bfor Co-primary endpoints
who have not progressed following tg 129 q h - PFS by BICR using RECIST v1.
definitive platinum-based cCRT up ON- 4';'6"" S . 0S
(22 cycles) -
18 years or older 142 days 2:1 randomization,
post-cCRT -
= 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, cobjective response rate; OS, overall survival; PFS, progression-free survival; PROs, patient-reported outcomes;

PS, performance status; g2w, every 2 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; WHO, World Health Organization



* Etude PACIFIC (3)
Activité antitumorale par BICR, en ITT

, . . Durvalumab Placebo
Réponse objective (n = 443) (n = 213) HR (1Cy5)
35 _ p <0,001
Meilleure réponse globale, n (%)
Réponse complete 6(1,4) 1(0,5)
i
g_ Réponse partielle 120 (27,1) 33 (15,5)
N
g Stabilisation 233 (52,6) 119 (55,9)
2
® Progression 73 (16,5) 59 (27,7)
o
Non évaluable 10 (2,3) 1(0,5)
Durée médiane de la NR 13,8 (6,2-NR) 0,43 (0,22-0,84)
réponse, mois (ICy)
Réponse en cours (au
cutoff) [%]
Durv_alumab Pla_cebo A 12 mois 72.8 56,1
(n=443)  (n=213) A 18 mois 72,8 46,8

Effet du traitement :
RR=1,78;1Cy; : 1,27-2,51

ESMO 2017 - D’apres Paz-Ares L et al., abstr. LBA1 PR, actualisé



PACIFIC: PFS by BICR (Primary Endpoint; ITT)

Stratified hazard ratio, 0.52 (95% CI, 0.42—-0.65)
Two-sided P<0.0001

1.0
09 - Durvalumab Placebo
' (N=476) (N=237)
0.8 - Median PFS (95% Cl), months  16.8 (13.0-18.1) 5.6 (4.6-7.8)
o 0.7 - 12-month PFS rate (95% CI) 55.9% (51.0-60.4) 35.3% (29.0-41.7)
% 0.6 - 18-month PFS rate (95% CI) 44.2% (37.7-50.5)  27.0% (19.9-34.5)
g0
g 0.5
- : + Durvalumab
D 0.4 -
o
0.3
0.2 A : ++ Placebo
0.1 -
0.0 1 : :
1 1 | 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27
No. at risk Time from randomization (months)
Durvalumab 476 377 301 264 159 86 44 21 4 1
Placebo 237 163 106 87 52 28 15 4 3 0



PACIFIC : Analyse de sous-groupes de la survie sans

[ ]
progression
476 237

All patients

Unstratified hazard ratio for disease progression or death (95% Cl)
0.55 (0.45-0.68)

Male 334 166 —a— § 0.56 (0.44-0.71)
S :
X Female 142 71 —a— | 0.54 (0.37-0.79)
<65 yr 261 130 : = 1 0.43 (0.32-0.57)
Age at randomization —a— ;
>65 yr 215 107 ; 0.74 (0.54-1.01)
Smoking Smoker 433 216 '_H: 0.59 (0.47-0.73)
status Nonsmoker 43 21 —a— 0.29 (0.15-0.57)
NEELE A 252 125 : = : 0.53 (0.40-0.71)
. —a— :
disease stage B 212 107 ; 0.59 (0.44-0.80)
—a—
Tumor histologic Squamous 224 102 0.68 (0.50-0.92)
type Nonsquamous 252 135 E 0.45 (0.33-0.59)
A
Complete response 9 7 -
izt Partial response 232 111 0.55 (0.41-0.75)
response ——
Stable disease 222 114 | | 0.55 (0.41-0.74)
225% 115 44 } - i 0.41 (0.26-0.65)
PD-LL <25% 187 105 — 0.59 (0.43-0.82)
status
Unknown 174 88 —_— 0.59 (0.42-0.83)
Positive 29 14 I = | 0.76 (0.35-1.64)
EGFR .
Negative 315 165 | — — 0.47 (0.36-0.60
mutation & ( )
Unknown 132 58 I = | 0.79 (0.52-1.20)
| | | |
0.25 0.50 1.00 2
En faveur du Durvalumab En faveur du Placebo

Paz-Ares L.. et al. - ESMO® 2017 - Abs. LBA1PR



Etude PACIFIC : Délai avant la survenue d’un
déces ou de métastases a distance (ITT)

100~ Durvalumab Placebo
Temps médian (IC), 23,2 (23,2-NA) 14,6 (10,6-18,6)
mois
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HR=0,52;1Cy:0,39-0,69 ; p < 0,0001
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Délai depuis la randomisation (mois)

Patients a risque (n)
— 476 407 336 288 173 91 46 22 4 1 0
w237 184 129 106 63 32 16 5 4 0 0



PACIFIC : Effets indésirables

Durvalumab (N = 475)

Placebo (N = 234)

Any Grade Grade3 or4 Any Grade* Grade3 or4
Number of patients with event (percent)
Any event 460 (96.8) 142 (29.9) 222 (94.9) 61 (26.1)
Cough 168 (35.4) 2 (0.4) 59 (25.2) 1(0.4)

Diarrhea 87 (18.3) 3(0.6) 44 (18.8) 3(1.3)

Pyrexia 70 (14.7) 1(0.2) 21 (9.0) 0

Decreased appetite 68 (14.3) 1(0.2) 30(12.8) 2(0.9)

Nausea 66 (13.9) 0 31(13.2) 0

Pneumonia 62 (13.1) 21 (4.4) 18 (7.7) 9(3.8)
Arthralgia 59 (12.4) 0 26 (11.1) 0
AT A O e
Rash 58 (12.2) 1(0.2) 17 (7.3) 0

Upper respiratory tract infection 58 (12.2) 1(0.2) 23 (9.8) 0
Constipation 56 (11.8) 1(0.2) 20 (8.5) 0

Headache 52 (10.9) 1(0.2) 21 (9.0) 2 (0.9)
Asthenia 51 (10.7) 3(0.6) 31(13.2) 1(0.4)
Back pain 50 (10.5) 1(0.2) 27 (11.5) 1(0.4)
Musculoskeletal pain 39 (8.2) 3(0.6) 24 (10.3) 1(0.4)
Anemia 36 (7.6) 14 (2.9) 25 (10.7) 8(3.4)

Paz-Ares L.. et al. - ESMO® 2017 - LBA1PR



Etude PACIFIC : Conclusion

Analyse intermédiaire qui démontre une amélioration significative de la SSP
dans le bras durvalumab : HR = 0,52 ; p < 0,0001 (augmentation médiane de
11 mois)

* En population globale et dans tous les sous-groupes préspécifiés

Bénéfice significatif du durvalumab sur le taux de réponse : 28,4 %
(versus 16 % sous placebo ; p < 0,0001)

* Avec des durées durables de réponse : médiane non atteinte dans le
bras durvalumab,
contre 13,8 mois dans le bras placebo

Profil de tolérance comparable a celui déja rapporté avec les autres
inhibiteurs de PD-1/PD-L1 en monothérapie

Poursuite de I'étude en aveugle : données de SG non encore matures

- Le durvalumab : une nouvelle option thérapeutique pour le traitement des CBNPC
localement avanceés, de stade lll, non résécables apres RCT

ESMO 2017 - D’aprés Paz-Ares L et al., LBA1 PR, actualisé



IC et RT: essais en cours

durvalumab I CT/RT=>D vs placebo PFS/0S AZ PACIFIC NCT 02125461
nivolumab 1 PE/RT=»nivo vs placebo OS/PFS RTOG RTOG 3505 NCT02768558
pembrolizumab Il cCT/RT =»pembro Time to d(::rsor SIHET: HOOSIER NCT02343952
SR | WPC/RT/pembro Safety RUTGERS NCT02621398

wPC/RT=>» atezo
atezolizumab IIR S Safety/ Timing MD Anderson NCT02525757
atezo/wPC/RT=>» atezo

nivolumab I nivo/CT/RT =» nivo Gr>3 pneumonitis ETOP NICOLAS NCT02434081



IC et RT: essais en cours

Radiotherapy

/

ETOP 6-14 NICOLAS
EudraCT 2014-005097-11
BMS grant

PI: 1

S. Peters and D. De Ruysscher Nivolumab: 360 mg Q3W, 4 doses >

Primary endpoint m m m - Nivolumab:
Grade >3 pneumonitis any time m :22:)"? 3:3‘:\'
Kdlﬂ'in‘ 6 m from end of RT / ] I I I I ] I I

Nivolumab: 240mg Q2W, 8 doses =P




NCCN Guidelines version 2.2018

CLINICAL
ASSESSMENT

Stage llIB
(T4, N2)
Stage llIC
(T4, N3)

PRETREATMENT EVALUATION

* FDG PET/CT scanl (if not
previously done)

* Brain MRI with contrast

* Pathologic confirmation

of N2-3 disease by either:

» Mediastinoscopy

» Supraclavicular lymph
node biopsy

» Thoracoscopy

» Needle biopsy

» Mediastinotomy

» EUS biopsy

» EBUS biopsy

Contralateral
mediastinal
node negative

Contralateral
mediastinal
node positive
(T4, N3)

Metastatic disease

INITIAL TREATMENT

Ipsilateral
mediastinal

— See Treatment for Stage IlIA (NSCL-6)

node negative
(T4, NO-1)

Ipsilateral
mediastinal
node positive
(T4, N2)

Definitive concurrent
chemoradiation»3:
(category 1)

»

Definitive
concurrent
chemoradiation!9:4
(category 1)

‘ Surveillance
q Lurveilid
Durvalumaby |— (NSCL-15)

See Treatment for Metastasis

limited sites (NSCL-13) or
distant disease (NSCL-16)

—— Durvalumab¥

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:bT
« Cisplatin 100 mg/m? days 1 and 29; vinblastine 5 mg/m?weekly x 5; concurrent thoracic RTR*T
« Carboplatin AUC 5 on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 4 cycles; concurrent thoracic RT® (nonsquamous)*T

 Cisplatin 75 mg/m? on day 1, pemetrexed 500 mg/m? on day 1 every 21 days for 3 cycles; concurrent thoracic RTY:€ (nonsquamous)*T

+ additional 4 cycles of pemetrexed 500 mg/m?T

» Paclitaxel 45-50 mg/m? weekly; carboplatin AUC 2, concurrent thoracic RTf*1 + additional 2 cycles of paclitaxel 200 mg/m? and carboplatin

AUC 6t

Consolidation Thera
Definitive Chemoradiation
Durvalumab 10 mg/kg IV every 2 weeks for up to 12 monthsh

for Patients with Unresectable Stage Ill NSCLC. PS 0-1. and No Disease Progression After 2 or More Cycles of

*Regimens can be used as preoperative/adjuvant chemotherapy/RT.
TRegimens can be used as definitive concurrent chemotherapy/RT.



NCCN Guidelines version 2.2018

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 RT2P:*T

« Cisplatin 100 mg/m? days 1 and 29; vinblastine 5 mg/m?/weekly x 5; concurrent thoracic RTP*T

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

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

. Paclita_')_(el 45-50 mg/m? weekly; carboplatin AUC 2, concurrent thoracic RT"*T + additional 2 cycles of paclitaxel 200 mg/m? and carboplatin
AUC 6

Consolidation Therapy for Patients with Unresectable Stage Ill NSCLC, PS 0-1, and No Disease Progression After 2 or More Cycles of

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.



Référentiel ARA
2018 STADES CLINIQUES HIB-1IIC

2

RCP

v

I1IB-C non accessible a

r une chirurgie _l

PS0/1 PS 2 ou
Age < 70ans Age > 70ans

Option:
-durvalumab en ATU aprés RT
concomitante



Référentiel ARA

2018 TUMEURS DE 'APEX (T3, T4/ PS
v
RCP
4
Exploration
,l, médiastinale ¢
cNO0/1
- cN2-3
{ilrl::trll::::: irradiable

Options:
OUl <— Résécable? —> NON durvalumab en ATU aprés RT

concomitante

\ 4
Options:

durvalumab en ATU aprés RT

Options: concomitante si stade II1A-C
-Poursuite chimiothérapie Poursuite radiothérapie ?
-Poursuite radiothérapie Poursuite chimiothérapie ?

2éme ligne chimiothérapie ?



Stades localement avances

* |O en consolidation

* Place de 'immunothérapie/radiothérapie
*Concomitant ?
*|Induction ?

* Traitements combinés IC/RT/CT ?




