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Chimiothérapie adjuvante

Recommandations

La chimiothérapie post-opératoire systématique chez tous les patients en état physique et physiologique de
la recevoir est indiauée pour les stades pbll et plll :
cisplatine 80 mg/m? J1, vinorelbine 30 mg/m?J1 et 8 tous les 21 jours, 4 cycles (ou vinorelbine orale).

-La chimiothérapie est préférentiellement débutée dans les 4 a 8 semaines suivant I'acte chirurgical. En
cas de contre-indication au cisplatine (age > 75 ans, PS, comorbidités...), |'efficacité d’'une

chimiothérapie n’a pas été démontrée.

OPTION : En cas de contre-indication documentée au cisplatine, une chimiothérapie par carboplatine-

paclitaxel pourra étre réalisée dans des cas particuliers apres avis d’'une RCP.

OPTION : En cas d’effets secondaires constatés a la vinorelbine, l'utilisation d’'une molécule de

troisieme génération associée au cisplatine est possible et doit étre discutée en RCP.

INSTITUT DE
é CANCEROLOGIE




Chimiothérapie adjuvante

Summary of recommendations LoE, GoR

Should be offered in resected stage Il and Il patients I, A

Should be discussed in resected stage IB patients with primary

tumour > 4 cm B
Adjuvant ChT
Pre-existing comorbidity, time from surgery and postoperative
V,A
m sipisicl recovery should be evaluated by an MDT
A two-drug combination with cisplatin is preferable | A
(cisplatin/vinorelbine is the most frequently studied regimen) '

Summary of recommendations LoE, GoR

Platinum-based ChT (preferably cisplatin) is recommended when given with a LA
curative intent ’

Perioperative treatment with cisplatin-based combinations are the treatment of choice; I,A
3-4 cycles are recommended

«  Cisplatin minimum total cumulative dose of 300mg£m2 I1,.B




Chimiothérapie adjuvante

National Comprehensive
NCCN | Cancer Network®

CHEMOTHERAPY REGIMENS FOR NEOADJUVANT AND ADJUVANT THERAPY

« Cisplatin 50 mg/m?days 1 and 8; vinorelbine 25 mg/m? days 1, 8, 15, 22, every 28 days for 4 t:éycles1
- Cisplatin 100 mg/m? day 1; vinorelbine 30 mg/m? days 1, 8, 15, 22, every 28 days for 4 cyclesZ:3

= Cisplatin 75-80 mg/m? day 1, vinorelbine 25-30 mg/m? days 1 + 8, every 21 days for 4 cycles

- Cisplatin 100 mg/m? day 1; etoposide 100 mg/m? days 1-3, every 28 days for 4 cycles?

- Cisplatin 75 mg/m? day 1; gemcitabine 1250 mg/m? days 1, 8, every 21 days for 4 cycles?

- Cisplatin 75 mg/m? day 1; docetaxel 75 mg/m? day 1 every 21 days for 4 cycles®

- Cisplatin 75 mg/m? day 1, pemetrexed 500 mg/m? day 1 for nonsquamous every 21 days for 4 cycles®




Chimiothérapie adjuvante

Tableau 1 Les essais récents de CT adjuvante (A) et néo-adjuvante (B).

A. Chimiothérapie adjuvante

Essais Année Nombre stades Protocole Médiane de  Médiane de % de Survie % de survie P
de survie, Bras  survie, Bras (5 ans) experimental
patients surveillance expérimental surveillance

ALPI [7] 2003 1209 I-111A MVdP et ** 55,2 n.c. n.c.
BLT [9] 2004 381 [, 1, A Doublet Platine** 32,6 51 (a 2 ans) 53 (a 2 ans)

UFT [8] 2004 999 I UFT* n.c. n.c. 85 88 0,04
JBR10 [4] 2005 482 1B, 11 vnr P 73 94 54 69 0,009
ANITA [3 2006 840 IB,ILINA  Vnr P** 43,7 65,7 42,6 51,2 0,017
CALGB 9633 [6] 2008 344 1B Carbo-pac 78 95 57 59 N.S.

LACE: Méta-analyse sur donneées individuelles de 5 essais de phase Il
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Chimiothérapie adjuvante

LACE Collaborative group:
Analyse poolée des données individuelles des patients inclus dans 5 essais de phase
Il testant la chimiothérapie adjuvante a base de cisplatine

100
=
e 80
=
= HR 0.84 (95% ClI, 0.78
» 01 to 0.91; P=0.001)
D
Sl_) .
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® B Of 5.8%
1]
g 20 -
'5 Chemotherapy
== No chemotherapy
0 1 2 3 4 5  >6

Time From Randomization (years)

Pignon et al. JCO 2018



Chimiothérapie adjuvante

LACE Collaborative group:
Analyse poolée des données individuelles des patients inclus dans 5 essais de phase
Il testant la chimiothérapie adjuvante a base de cisplatine

100
;\E 80 -
Tg HR 0.89 (95% ClI, 0.82
S 604 to 0.96; p=0.005),
=
w» .
= 40 - a L=l 5-year absolute benefit
= of 5.4%
e}
=
O 20-
Chemotherapy
== No chemotherapy
0 1 2 3 4 5  >6

Time From Randomization (years)

Pignon et al. JCO 2018



Chimiothérapie adjuvante

NSCLC Meta-analyses Collaborative Group:
Analyse poolée des données individuelles des patients inclus dans 26 essais de
phase Il testant la chimiothérapie adjuvante a base de sels de platine

Events Totals

10— —— Salone 1729 4142
e S+CT 1594 4305

0-9— S S+RT 993 1345
0.8— \ [ee, S+«CT+RT 916 1315
07—
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NSCLC Meta-analyses Collaborative Group. Lancet 2010



Chimiothérapie adjuvante

NSCLC Meta-analyses Collaborative Group:
Analyse poolée des données individuelles des patients inclus dans 26 essais de
phase Il testant la chimiothérapie adjuvante a base de cisplatine

Number events/ number entered O-E Variance HR (fixed) HR (95% Cl); p value
S+CT S alone
Platinum+vinca alkaloid/etoposide
IPCR Chiba?® 11/15 7114 133 4-07
JLCSSG3 59/111 52/98 098 2738
Mineo?* 14/33 21/33 -579 851 —
Park14 17/59 23/59 -4-15 9-95 C
Park24 37/53 43/55 -4-10 19-87
ALPI1*® 143/310 144/308 0-83 7137
IALT1™® 235/499 243/502 -7-96 119-34
BLT1% 34/69 32/67 0-51 16-34
|COG 9304 33/59 35/60 -0-43 16-94
| Subtotal 583/1208 600/1196 -18.77 293-78 & 0-94 (0-84-1-05); p=0-273
Platinum+vinorelbine ;
ANITA1Y 102/231 113/232 -331 5368 H—
JBR.10% 86/242 111/240 -16-64 49-07 H—ll-+H
IALT2%® 55/149 61/145 -4-19 28-96 H———H
BLT2% 15/37 15/28 -313 7-01 — o— —
| Subtotal 258/659 300/645 -27:26 138-71 < 0-82 (0-70-0-97); p=0-021
Platinum+taxane i
CALGB 9633% 78/173 93/171 -10-91 42:59 H—
| Subtotal 78/173 93/171 -10-91 42-59 o 077 (0-57-1-05); p=0-094 |
Other platinum regimens :
LCSG 801%° 66/140 71/143 -1:81 3421 H——H
FLCSG1% 20/54 30/56 779 1221 — O b
LCSG 8537 29/94 32/94 -1-65 1522 ——
BLT3" 34/56 34/62 321 16-43 0 0-90 (0-72-1-13); p=0-363
Subtotal 149/344 167/355 -8.04 78-07 <_P |

NSCLC Meta-analyses Collaborative Group. Lancet 2010



Chimiothérapie adjuvante

Tableau 1 Les essais récents de CT adjuvante (A) et néo-adjuvante (B).

A. Chimiothérapie adjuvante

Essais Année Nombre stades Protocole Médiane de  Médiane de % de Survie % de survie P

de survie, Bras  survie, Bras (5 ans) experimental

patients surveillance expérimental surveillance
ALPI [7] 2003 1209 I-111A MVdP et ** 55,2 48 n.c. n.c. N.S.
BLT [9] 2004 381 I, I, IA  Doublet Platine** 32,6 33,9 51 (a 2 ans) 53 (a 2 ans) N.S.
IALT [5] 2004 1867 LI, 1A VincaP ou EP* 44,4 50,8 40,4 44,5 <0,03+
UFT [8] 2004 999 | UFT* n.c. n.c. 85 88 0,04

JBR10 [4] 2005 482 1B, 11 vnr P

ANITA [3 2006 840 IB,ILINA  Vnr P**
CALGB 9633 [6] 2008 344 1B Carbo-pac 78 95 57 59 N.S.
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Recommandations AURA
CBNPC localement avancés

Recommandations

Les 3 schémas de chimiothérapie les plus utilisés en concomitants de la radiothérapie sont :
-  cisplatine 80 mg/m? J1, 22 et vinorelbine 15 mg/m? 1, 8, 22, 29

- cisplatine 50 mg/m?, J1, 8, 29, 36 et etoposide 50 mg/m?, J1-5 et 29-33

- carboplatine AUC 2, J1,8,15,22,29,36,43 et paclitaxel 45 mg/m? J1,8,15,22,29,36,43

Apreés la phase de radio-chimiothérapie concomitante I'utilisation de durvalumab 10 mg/kg toutes les deux
semaines pendant 12 mois et débutant dans les 42 jours suivant la fin de la radiothérapie, chez les patients
dont la tumeur exprime 1% ou plus de PDL1 est recommandée, en I'absence de progression et de contre-

indication.
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Stage IlIB
(T1-2, N3)
Stage llIC
(T3, N3)

Consolidation par durvalumab

* PFTs (if not previously
done) .
« FDG PET/CT scan! (if
not previously done)
« Brain MRI with contrastX
» Pathologic confirmation
of N3 disease by:
» Mediastinoscopy
» Supraclavicular lymph
node biopsy
» Thoracoscopy
» Needle biopsy
» Mediastinotomy
» EUS biopsy
» EBUS biopsy

[

National Comprehensive
NCCN | Cancer Network®

N3 negative———»

See Initial treatment for stage I-1IIA (NSCL-8)

>

\

N3 positive ——»

Definitive concurrent
chemoradiation™"
(category 1)

Durvalumab’
(category 1)

Surveillance

(NSCL-15)

Metastatic disease —»

See Treatment for Metastasis
limited sites (NSCL-13) or
distant disease (NSCL-16)




Traitement standard: RT-CT

Essal Schéma de traitement Survie Survie
Bras CT-RT concomitante mediane a2 ans
(mois)
WJILCG MVP + RTE 56 Gy — split course 16.5 34.6%
RTOG 9410 Cisplatine/Vinorelbine + RTE 63 Gy 17 37%

Cisplatine/Etoposide + RTE 66 Gy —

GLOT-GFPC 9501 Cisplatine/Etoposide consolidation

15.6 35.4%

Cisplatine/Pemetrexed + RTE 66Gy +

PROCLAIM Cisplatine/Pemetrexed consolidation

26.8 52%

Carboplatine/paclitaxel +/- cetuximab
RTOG 0617 + RTE 60Gy + Carboplatine/paclitaxel 28.7 57.6%
+/- cetuximab consolidation

Furuse et al. JCO 1999; Curran et al, JINCI 2011; Fournel et al, JCO 2005; Senan et al. JCO 2015, Bradley et al. ASTRO 2017



PACIFIC: design

Haspices Ciils da Lyon

Patients with stage lll, locally
advanced_unresectable NSCLC

who have not progressed following
definitive platinum-based cCRT
(22 cycles)

i 1-42 days
18 years or older post-cCRT

I
WHO PS score 0 or 1

Estimated life expectancy of
212 weeks

Archived tissue was collected

All-comers population

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018

Durvalumab
10 mg/kg gq2w for
up to 12 months

N=476

21 randomization,
stratified by age, sex
and smoking history

N=713

)

Placebo
10 mg/kg q2w for
up to 12 months
N=237

Co-primary endpoints
PFS by BICR using RECIST v1.1"
0s

Key secondary endpoints
ORR (per BICR)

DoR (per BICR)
Safety and tolerability
PROs




PACIFIC: population

Durvalumab Placebo
(N=476) (N=237)
Age Median (range), years 64 (31-84) 64 (23-90)
265 years, % 452 451
Male, % 702 70.0
WHO performance status score, %" 0/ 1 492 /504 481/51.5
Smoking status, % Current / Former / Never 166/744/90 160/751/89
Disease stage, %1 HIA /1B 529/44 5 5277451
Histology, % Squamous / Non-squamous 47 1/529 430/57.0
PD-L1 status, % Known: TC <25% / TC 225% 39.3/242 4437186
Unknownt 36.6 37.1
Prior chemotherapy, % Induction / Definitive cCRT 25.8/998 28.7 /996
Prior radiotherapy, %" <64 Gy 06 0
54 to <66 Gy [ 929 916
>66 to =74 Gy 6.3 80
Best response to prior cCRT, %! CR/PR/SD/PD 19/487/466/04 30/468/481/0

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018
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PACIFIC: survie sans progression - =

Ho: da Lyor

PFS HR = 0.51

S 10+

E 95% Cl, 0.41-0.63t _

5 094 Median PFS
ﬁ 0.8 No. of events / (95% ClI)
(o 0.7 No. of patients (%) months

E 07-

S o6- 49.5% Durvalumab  243/476 (51.1)  17.2 (13.1-23.9)
ﬁ 0.5 - Placebo 173/237 (73.0) 5.6 (4.6-7.7)
g o

g 0.4

o

s 0.3 +

£ 027 ; 26.7%

3o T

9 1 1

EL°- 0.0 T I T |' T i T T T T T T |

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 1 0
Placebo 237 163 106 86 67 55 46 39 32 24 10 5 0 0

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018



Probability of Overall Survival

No. at Risk
Durvalumab
Placebo

PACIFIC: survie globale

=5}
INSTITUT DE
§'¢ CANCEROLOGIE
oo Gl —

Ho da e

OS HR =0.68
99.73% Cl, 0.469-0.997*

097 P=0.00251
0.8 -
0.7
0.6 -
05— !
0.4 _ i 55.|6% : Median OS

! No. of events / (95% ClI)
0.3 7 No. of patients (%) months
0-2 | Durvalumab 183/476 (38.4) NR (34.7-NR)
0.1 4 ! |

; | Placebo 116/237 (48.9) 28.7 (22.9-NR)
0.0 ; i

[ [

I | I I 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)

476 464 431 415 385 364 343 319 274 210 115 57 23 2 0 0
237 220 198 178 170 155 141 130 117 78 42 21 9

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018
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PACIFIC: profil de progression B

Updated Time to Death or Distant Updated Incidence of
Metastasis (TTDM) by BICR* (ITT) New Lesions by BICR* (ITT)
Median TTDM
(95% Cl) Durvalumab Placebo

g 101 months New Lesion Sitet (N=476) (N=237)
% 0.94 Durvalumab  28.3(24.0-34.9) Patients with any 107 (22.5) 80 (33.8)
s 0.8 4 Placebo 16.2 (12.5-21.1) new lesion, n (%)
£ 071 Lung 60 (12.6) 44 (18.6)
3 06+ Lymph nodes 31 (6.5) 27 (11.4) |
5 054 - <
S Brain 30 (6.3) 28 (11.8) )
N Liver 9(1.9) 8 (3.4)
E, 024 —— Bone 8 (1.7) 7 (3.0)
E 0.1 95% CI, 0.41-0.68 Adrenal 3(0.6) 5(2.1)
E 0.0 T T T T T T T T T T T 1 Other 10 (2.1) 5 (2.1) (

0 3 6 9 12 15 18 21 24 27 30 33 36 39

No. at Risk Time from Randomization (months)

Durvalumab 476 419 357 316 259 223 194 163 129 92 46 25
Placebo 237 189 139 118 95 77 64 54 39 27 12 5 0 0

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018



PACIFIC:

se multivariée de la survie

PFS and OS by subgroup (ITT)

Hospices Crls de Lyon
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PFS (BICR) os
No. of events / No. of patients (%) No. of events / No. of patients (%)
HR (95% CI Durvalumab Placebo HR (95% CI) Durvalumab Placebo
Sex ~Male e : : 12. 0 .
Female [——— 59/142 (415) __ 46/71(64.8) [——— 42142 (29.6) 36/71 (50.7)
Age at randomisation  —<82.years [ T 108/261 (41.4) ___91/130 (70.0) —e—i | 391261 (34.1) 53/130 (44.6)
=65 years [ — 106/215 (49.3) _ 66/107 (61.7) —e—1 94/215 (43.7) 58/107 (54.2)
Smoking status Smoker [ ; 197/433 (455) _ 140/216 (64.8) e, 169/433 (39.0) __ 103/216 (47.7)
Non-smoker —— 17/43 (39.5 17/21 (81.0 } - { 14/43 (32.6 13/21 (619
- 1 y 5 . A
e —— Stage llIB —— 104212 (49.1) __ 72/107 (67.3) ——t 79212 (37.3) 441107 (41.1)
Tumour histologic Squamous —e— | 117/224 (52.2)  66/102 (64.7) —e—i 103/224 (46.0) 56/102 (54.9)
type Non-squamous be i 971252 (38.5) 91135 (67.4) —e— 1 80/252 (31.7) 60/135 (44.4)
e Cisplatin —e—i T 115/266 (43.2) __ 87/129 (67.4) [e—— 94/266 (35.3) 64/129 (49.6)
Carboplatin F—— 1 91/199 (45.7) __ 65/102 (63.7) [r——— 84/199 (42.0) 47102 (46.1)
Best response to CR NAC, 2/9 (22.2) 477 (57.1) NA" 2/9 (22.2) 377 (42.9)
orior trestment PR —— X 997232 (42.7) ___72/111 (64.9) e ! 83237 (35.0) 50/112 (44.6)
SD e . 108/222 (48.6) __ 77/114 (67.5) —e—1, 93223 (41.7) 61/115 (53.0)
Positive [ — 17/29 (58.6) 11/14 (78.6) NA"| 10/29 (34.5) 614 (429
EGFR status Negative e i 131/315 (41.6) ___112/165 (67.9) —e— | 117/317 (36.9) ____80/165 (48.5)
Unknown [ . 66/132 (50.0) ___ 34/58 (58.6) —e—t— 56/130 (43.1) 30/58 (51.7)
PDL1 status 225% e i 48/115 (41.7) ___ 31/44 (70.5) [e——— 377115 (32.2) 23/44 (52.3)
(ro-spucifiod) <25% —e— 1 85/187 (455) __ 68/105 (64 8) [e—— 741187 (39.6) 41/105 (39 0)
p Unknown —e—a | 81174 {4&51 58/88 {ss,si —— 1 721174 541.4} 52/88 {59 H_
PD-L1 status = s ' i - == '
(post-hod) 1-24% —e— ! 36/97 (37.1) 28/47 (59.6) e 33/97 (34.0 22/47 (46.8)
1% ——, 49/90 (54.4) 40/58 (69.0) F————— 41/90 (45 6) 19/58 (32. 8}
025 05 10 20 05 10 20

Durvalumab better

Placebo better

-
-

Durvalumab better

CR, complete response; EGFR, epidermal growth factor receptor; NA, not applicable PR, partial response; SD, stable disease

EEMD
2018

Placebo better

*Not calculated if subgroup has <20 events
PFS DCO: 13 February 2017; OS DCO: 22 March 2018

Faivre Finn et al. ESMO 2018
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se multivariée de la survie

PFS and OS by subgroup (ITT)

PFS (BICR) os
No. of events / No. of patients (%) No. of events / No. of patients (%)
HR (95% CI Durvalumab Placebo HR (95% CI) Durvalumab Placebo
All patients ] 214/476 (45.0) _ 157/237 (66.2 @ 183/476 (38.4) __ 116/237 (48.9
Sex e — '—F.!-{-i ' T Y - ‘ v3 07166 (45
Female [ —— 59/142 (415 46/71 (64.8) e—— 42142 (29.6) 36/71 (50.7)
Age at randomisation  —<82.years [ T 108/261 (41.4) ___91/130 (70.0) —e—i | 391261 (34.1) 58/130 (44.6)
=65 years [ — 106/215 (49.3) _ 66/107 (61.7) —e—1 94215 (43.7) 58/107 (54.2)
Smoking status Smoker [ ; 197/433 (455) _ 140/216 (64.8) o, 169/433 (39.0) __ 103/216 (47.7)
Non-smoker —— 17/43 (39.5 17/21 (81.0 } - { 14/43 (32.6 13/21 (61.9
. 1 . A 1 y A
e Stage llIB —— 104212 (49.1) __ 72/107 (67.3) ——t 79212 (37.3) 441107 (41.1)
Tumour histologic Squamous —e— | 117/224 (52.2)  66/102 (64.7) —e—i 103/224 (46.0) 56/102 (54.9)
type Non-squamous be i 971252 (385) __ 91/135 (67.4) —e—1 80/252 (31.7) 60/135 (44.4)
e Cisplatin [——— 115/266 (43.2) __ 87/129 (67.4) —e— 1 94/266 (35.3) 64/129 (49.6)
Carboplatin F—— 1 91/199 (45.7) __ 65/102 (63.7) === 84/199 (42.0) 477102 (46.1)
Best response to CR NAC, 2/9 (22.2) 477 (57.1) NA" 2/9 (22.2) 377 (42.9)
orior trestment PR —— X 997232 (42.7) ___72/111 (64.9) e ! 831237 (35.0) 50/112 (44.6)
SD e . 108/222 (48.6) __ 77/114 (67.5) —e—1, 93223 (41.7) 61/115 (53.0)
Positive [ — 17/29 (58.6) 1114 (78.6) NA"| 10/29 (34.5) 6/14 (42.9)
EGFR status Negative e i 131/315 (41.6) ___112/165 (67.9) —e— | 117/317 (36.9) ____80/165 (48.5)
Unknown [ . 66/132 (50.0) ___ 34/58 (58.6) —— 56/130 (43.1) 30/58 (51.7)
PDL1 status 225% e i 48/115 (41.7) ___ 31/44 (70.5) [e——— 377115 (32.2) 23/44 (52.3)
(ro-spucifiod) <25% —e— 1 85/187 (455) __ 68/105 (64 8) [e—— 741187 (39.6) 41/105 (39 0)
Unknown —e— | 81/174 (26.6 58/88 (65.9 —— 1 721174 (414 52/88 (59.1
PD-L1 status t o = t s '
1-24% —e— ! 36/97 (37.1) 28/47 (59.6) e 33/97 (34.0 22/47 (46.8
e 1% ——, 49/90 (544) __40/58 (69.0) F——e———7 41/90 (45.6) 19/58 B
025 05 10 20 R 025 05 10 20

Durvalumab better

Placebo better

Durvalumab better

CR, complete response; EGFR, epidermal growth factor receptor; NA, not applicable PR, partial response; SD, stable disease

EEMD
2018

-
-

Placebo better

*Not calculated if subgroup has <20 events
PFS DCO: 13 February 2017; OS DCO: 22 March 2018

Faivre Finn et al. ESMO 2018
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se multivariée de la survie

PFS and OS by subgroup (ITT)

PFS (BICR) 0s
No. of events / No. of patients (%) No. of events / No. of patients (%)
HR (95% CI Durvalumab Placebo HR (95% CI) Durvalumab Placebo
All patients ] 214/476 (45.0) _ 157/237 (66.2 @ 183/476 (38.4 116/237 (48.9
Sex e — '—F.!-{-i ' T Y - ‘ v3 07166 (45
Female ——a | 59/142 (415 46/71 (64.8) ———— 42/142 (29.6) 36/71 (50.7)
Age ot randomisation  —B2Years [ T 108/261 (41.4) __ 91/130 (70.0) —e—o ! 897261 (34.1) 58/130 (44.6)
=65 years ——i 106/215 (49.3) __ 66/107 (61.7) —e—N 947215 (43.7) 58/107 (54.2)
Smoking status Smoker e X 197/433 (455) _ 140/216 (64.8) —e, 169/433 (39.0) __ 103/216 (47.7)
Non-smoker —— 17/43 (39.5 17/21 (81.0 } - { 14/43 (32.6 13/21 (619
- age 1 Z . 1 B .
e Stage llIB —— 104212 (49.1) __ 72/107 (67.3) ——t 79212 (37.3) 441107 (41.1)
Tumour histologic Squamous —e— | 117/224 (52.2)  66/102 (64.7) —e—i 103/224 (46.0) 56/102 (54.9)
type Non-squamous e 1 97/252 (385) __ 91/135 (67.4) —e—1 80/252 (31.7) 60/135 (44.4)
R Cisplatin —e—i T 115/266 (43.2) _ 87/129 (67.4) —e—o 1 94/266 (35.3) 64/129 (49.6)
Carboplatin F—— ! 91/199 (457) _ 65/102 (63.7) [—— 84/199 (42.2) 47102 (46.1)
Best response to CR NA', 2/9(22.2) 47 (571) NAM 209 (22.2) 377 (42.9)
prior treatment PR —e— N 99232 (42.7) ___72/111 (64.9) —— 83/237 (35.0) 50/112 (44.6)
SD —— ) 108/222 (48.6) __ 77/114 (67.5) ——, 93/223 (41.7) 61/115 (53.0)
Positive [ P — 17/29 (58.6) 11/14 (18.6) NA%| 10/29 (34.5) 6/14 (429
EGFR status Negalive [ \ 1317315 (41.6) __ 112/165 (67.9) —e— | 117/317 (36.9) 80/165 (48.5)
Unknown et 66/132 (50.0) 34/58 (58.6) —e—+ 56/130 (43.1) 30/58 (51.7)
PDL1 status 225% —e—— [ 48/115 (41.7) 31/44 (70.5) —e—H | 37115 (32.2) 23/44 (52.3)
! <25% —e— 1 851187 (455) __ 68/105 (64.8) [R—— 741187 (39 6) 41/105 (39.0)
(pre-specified) —e—1 1 211174 (46 6 2/28 ([R5 : 441 4 88 (58

Durvalumab better

Placebo better

.4 S/ 9 5 0/ ha o () A5G A4
PD-L1 status t = - = - - I
1-24% | —— % 36/97 (37.1) 28/47 (59.6) —— 33/97 (34.0) 22147 (46.8)
(post-hoc) 3% 7 - rt ) - 7
I_l_l_l_w
0.25 0.5 1.0 0.25 0.5 1.0 2.0

Durvalumab better

-
-

Placebo better

CR, complete response; EGFR, epidermal growth factor receptor; NA, not applicable PR, partial response; SD, stable disease
*Not calculated if subgroup has <20 events

PFS DCO: 13 February 2017; OS DCO: 22 March 2018
Faivre Finn et al. ESMO 2018



PACIFIC: impact de PD-L1

PFS HR (95% CI) OS HR (95% ClI)

PD-L1 status (pre-specified)

PD-L1 status (post-hoc) 1-24% ——a— —
<1% e P S —
025 05 100 200 025 050 100  2.00
- > - -
Durvalumab better Placebo better Durvalumab better Placebo better

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018



PACIFIC: impact de PD-L1

PFS HR (95% CI) OS HR (95% Cl)
All patients @ —e—
225% ——
PD-L1 status (pre-specified) <25% —e— ——

PD-L1 status (post-hoc) 1-24% ——— | — |

<1% e ——— 1
0256 05 100 200 025 050 100 200
- . - L
Durvalumab better Placebo better Durvalumab better Placebo better

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018



PACIFIC: impact de PD-L1

PFS HR (95% CI) OS HR (95% ClI)

All patients @ —

225% | S ——
PD-L1 status (pre-specified) <25% —e— ——

Unknown —— —

21% —e— —— :
PD-L1 status (post-hoc) 1-24% ——a— ey

<1% —— p——

025 05 100 200 025 050 100 200
- 2 -+ >
Durvalumab better Placebo better Durvalumab better Placebo better

— Testing PD-L1 non requis pour l'inclusion: inconnu pour 37% des patients
— Testing PD-L1 réalisé sur des prélevements tumoraux pré-RT-CT

— L’étude de I'impact sur la survie d’'un seuil a 1% d’expression de PD-L1 non prévu
(analyse post-hoc)

Antonia et al. NEJM 2017; Antonia et al. NEJM 2018




PACIFIC: AMM europeenne

« IMFINZI ® est indiqué en monothérapie pour le
traitement du cancer bronchique non a petites
cellules (CBNPC) localement avancé, non opérable,
chez les adultes dont les tumeurs expriment PD-L1
> 1% des cellules tumorales et dont la maladie n’a
pas progresse apres une chimioradiothérapie a
base de platine. »




PACIFIC: AMM européenne

« IMFINZI ® est indiqué en monothérapie pour le
traitement du cancer bronchique non a petites
cellules (CBNPC) localement avancé, non opérable,
chez les adultes dont les tumeurs expriment PD-L1
2 1% des cellules tumorales et dont la maladie n‘a
pas progresse apres une chimioradiothérapie a
base de platine. »




—
INSTITUT DE

Role prédictif d’un seuil de PD-L1 a 1% & =

Improvement in PFS by PD-L1 TC 21% and <1%

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% Cl), mo 1.0 ~ (%) (95% Cl), mo
: Durvalumab, =1%  84/212(39.6) 17.8 (16.9, NR) ' Durvalumab, <1%  49/90 (54.4)  10.7 (7.3, NR)
0.9 7 Placebo, 1% 50/91 (64.8) 5.6 (3.6, 11.0) 0.9 Placebo, <1% 40/58 (69.0) 5.6 (3.7, 10.6)

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

Durvalumab, 21%
Durvalumab, <1%

Probability of PFS
o
(4]

L
Probability of PFS
o
(4]

L

0.3 4 0.3

0.2 4 0.2

01 - Placebo, 21% 01 - Placebo, <1%

0.0 T T T T T T T T 1 0.0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 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% 90 70 51 42 23 9 4 1 0 0
Placebo, 21% 91 59 39 34 20 13 8 4 3 0 Placebo, <1% 58 45 25 21 14 8 5 o 0 0

mo, months; NR, not reached; TC, tumour cell

2018 PFS DCO: 13 February 2017; OS DCO: 22 March 2018

Faivre Finn et al. ESMO 2018



INSTITUT DE

Role prédictif d'un seuil de PD-L1 a 1% -®- =

E—
OLOGIE

0S by PD-L1 TC 21% and <1%

OS by PD-L1 TC 21% OS by PD-L1 TC <1%
No. events / No. events /
No. patients Median OS No. patients Median OS
(%) (95% CI), mo (%) (95% Cl), mo
Durvalumab, =1%  70/212(33.0) NR(NR, NR) Durvalumab, <1%  41/90 (45.6) NR(20.8, NR)
1.0 - Placebo, =1% 45/91(495) 29.1(17.7NR) 10 1 Placebo, <1% 19/58 (32.8) NR(27.3, NR)
0’9 i} >1% OS HR 0.53 (95% Cl, 0.36, 0.77) 0'9 | <1% OS HR 1.36 (95% CI, 0.79, 2.34)
» 0.8 1 . * 08 -
O 07- Durvalumab, 21% O 07 - Placebo, <1%
; 0.6 - ' © 06 N
= 054 E 0.5 e '
E 0.4 - ﬁ 0.4 - Durvalumab, <1%
e 03+ Placebo, 21% ° 03-
% 024 024
0.1 - 0.1 - Difference in RMST (95% CI): —0.6 months (-3.4, 2.3)
0.0 T T T T T T T T T T T T T 0.0 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk
Durvalumab, 21% 212 208 193 187 178 171 165 156 134 105 62 34 12 1 0 0 Durvalumab, <1% 90 88 84 81 72 65 56 50 45 35 20 7 3 0 0 0
Placebo, 21% 91 81 75 67 64 58 52 46 41 29 17 7 5 2 0 0 Placebo, <1% 58 56 47 45 44 43 40 36 35 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 small
+ Imbalances in baseline characteristics

2018 PFS DCO: 13 February 2017; OS DCO: 22 March 2018

Faivre Finn et al. ESMO 2018

RMST, restricted mean survival time



Role du cisplatine

Impact of preceding chemotherapy and radiation dose

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
ITT12 |.._| : 214/476 (45.0) 167/237 (66.2) |—.—| : 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)
Mo T N — 1554322420, L0ALAS.A5.0) e, A3052.36.2, 8201504285,
Platinum ’ !
Cisplatin —e— : 115/266 (43.2) 87/129 (67.4) . ! 94/266 (35.3) 64/129 (49.6)
Carboplatin —e— 91/199 (45.7) 65/102 (63.7) |—.-!—| 84/199 (42.2) 47/102 (46.1)
Taxane 1 1
Yes —e— ! 97/207 (46.9) 72112 (64.3) —e— 80/207 (38.6) 51/112 (45.5)
No —e— ' 117/269 (43.5) 85/125 (68.0) —e—i ! 103/269 (38.3) 65/125 (52.0)
Etoposide ; :
Yes —e— 1 49/117 (41.9) 34/52 (65.4) —e— 1 43/117 (38.8) 32/52 (61.5)
No —@— 1 165/359 (46.0) 123/185 (66.5) —@— 140/359 (39.0) 84/185 (45.4)
Vinorelbine : :
Yes p—e— | 58/124 (46.8) 42/59 (71.2) I—.fl 48/124 (38.7) 27/59 (45.8)
No o | | 156/352 (44.3) 115/178 (64.6) S 1 135/352 (38.4) 89/178 (50.0)
Dose of radiotherapy ! 1
<60 Gy I { ! 16/38 (42.1) 1115 (73.3) I { | 15/38 (39.5) 11115 (73.3)
60-66 Gy o= | ! 187/407 (45.9) 130/202 (64.4) ! 160/407 (39.3) 96/202 (47.5)
=66 Gy } { : 10/30 (33.3) 15/19 (78.9) NA’! - -
1 | L] L L ; 1
< 0.25 0.5 1 N < 0.25 0.5 1 2 N
Durvalumab better Placebo better o Durvalumab better Placebo better :

*Not calculated if subgroup has <20 events

ongress 1. Antonia SJ, etal. N Engl J Med 2017;377:1919-29;
MUNICH 2. Antonia SJ, et al. N Engl J Med 2018; Epub Sep 25
2018 PFS DCO: 13 February 2017; OS DCO: 22 March 2018

Faivre Finn et al. ESMO 2018



PACIFIC: AMM europeéenne o =

Position of a panel of international lung cancer experts on the approval decision for use of
durvalumab in stage lll Non-Small Cell Lung Cancer (NSCLC) by the Committee for Medicinal
Products for Human Use (CHMP).

Solange Peters!”, Urania Dafni2, Michael Boyer3, Dirk De Ruysscher?, Corinne Faivre-Finn5, Enriqueta

Felip®, Pilar Garrido’, Nicolas Girard®, Matthias Guckenberger®, John Haanen??, Cecile Le Pechoux'?,

Francoise Mornex!?, Mahmut Ozsahin?3, Luis Paz-Ares!4, David Planchard?>, David Raben®, Suresh

Ramalingam?!’, Martin Reck'®, Egbert Smit'®, Rolf Stahel?°, Albrecht Stenzinger?!, Charlie Swanton??,

Stefania Vallone?3, Marina Garassino?*

The European Society for Medical Oncology (ESMO) recently developed the Magnitude of Clinical Benefit Scale (ESMO-MCBS) with the aim “to

derive a relative ranking of the magnitude of clinically meaningful benefit that can be expected from a new anti-cancer treatment”®”. Drugs or
treatment interventions that obtain the highest scores on the scale (A for curative; 4 or 5 for non-curative) should be accepted as standard of
care in the ESMO guidelines, with the hope that they will become rapidly accessible across the European Union. Based on the ESMO-MCBS

methodology, and taking into account the potential for cure in the locally advanced lung cancer scenario, maintenance durvalumab gets the

maximal score of A (while based on the non-curative setting also gets the high score of 4, scoring PFS).

Peters et al. Ann Oncol 2019




Recommandations AURA
CBNPC localement avancés

Recommandations

Les 3 schémas de chimiothérapie les plus utilisés en concomitants de la radiothérapie sont :
-  cisplatine 80 mg/m? J1, 22 et vinorelbine 15 mg/m? 1, 8, 22, 29

- cisplatine 50 mg/m?, J1, 8, 29, 36 et etoposide 50 mg/m?, J1-5 et 29-33

- carboplatine AUC 2, J1,8,15,22,29,36,43 et paclitaxel 45 mg/m? J1,8,15,22,29,36,43

Apreés la phase de radio-chimiothérapie concomitante I'utilisation de durvalumab 10 mg/kg toutes les deux
semaines pendant 12 mois et débutant dans les 42 jours suivant la fin de la radiothérapie, chez les patients
dont la tumeur exprime 1% ou plus de PDL1 est recommandée, en I'absence de progression et de contre-

indication.

INSTITUT DE
é CANCEROLOGIE
—

Hospices Civls de Lyon



CBNPC non métastatiques:

les autres recommandations

Les autres recommandations

Chimiothérapie adjuvante

Trailtement de consolidation par durvalumab
apres RT-CT concomitante

Conclusion




Conclusion

Référentiel AURA concordant avec les recommandations
Internationales

Quelques differences:
- Chimiothérapie adjuvante: interprétation de la littérature
- Traitement de consolidation par durvalumab
apres RT-CT concomitante: equilibre entre respect de lAMM
européenne et analyse de 'essai PACIFIC

Référentiel fondé sur les données scientifiqgues publiées
et les contraintes reglementaires
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