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PAC I F I ‘ : Unresectable Stage Ill NSCLC

without progression after definitive
platinum-based cCRT* (22 cycles)

The practice-changing BRI i o

Durvalumab Primary endpoints

10 mg/kg q2w for up to 12 months +  PFS (BICR) using
N = 476 RECIST v1.1#

WHO PS score 0 or 1 post-cCRT 2:1 randomization, > 08
M If available, archived pre-cCRT tumor Srmte zy et L Key secondary endpoints
' i smoking history
a p p ro a c h I n tissue for PD-L1 testing? * ORR, DoR, and TTDM
(BICR) using RECIST v1.1

Patients enrolled irrespective Placebo
+ Safety

of PD-L1 status
u n re s e Cta b le N = 713 randomized il l;]pfz;; e + Patient-reported outcomes
LA-NSCLC

No. of Events/ Median OS
No. of Events/ Median PFS Arm Total No. of Patients (%) (95% CI), Months
Arm Totol No. of Pationts %) 196% C). Months Durvalumab 264/476 (55.5) 47.5 (38.1 0 52.9)
Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9) |
1.0 1.0 83.1% Placebo 155/237 (65.4) 29.1(22.1to 35.1)
09 4 Placebo 175/23-7- (73.8) 5.6 (4.8 t0 7.7) 0.9 - (95% CI, 79.4 to 86.2) Stratified HR (95% CI)- 0.72 (0.59 o 0.89)
08 4 Stratified HR (95% Cl): 0.55 {0.45 to 0.68) 0.8 | : 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)%°
’?:_ 55.7% Stratified HR from the primary analysis (95% Cl): 0.52 (0.42 to 0.65)" —_ ! (61.8 to 70.4)
= 071 (95% Cl, 51.0 to 60.2) Z 0.7 | % )
= § 45.0% = 06 74.6% Lo bl 49.7%
s 0.6 (40.1 to 49.8) 39.7% s 0 (68.5 to 79.7) (45.0 to 54.2) 42.9%
o 05 (34.7 to 44.7) 35.0% 33.1% S 0.5 : ' (88.2t0 47.4)
o (29.9 to 40.1) (zé 0 to 38.2) = I 55.3%
— 0.4 : : £ 04 ] (48.6 to 61.4)
el %) ! H 43.6% X
. 0.3 o 0.3 h ! (37.1 to 49.9) 36.3% :
0.2 4 34.5% H 0.2 : ' H (30.1 to 42.6) 33.4%
: (28.3 to 40.8) 25.1% 2085 o : i ] H i (27.31039.6)
i 1 070 19.9% 4 i 1 1 1 1
01 : Tgrres (15,310 269 (14410 26.1) (350 262 o1 ! ! ! ! !
0-0 T T T T T T T T T T T T T T T T T T T T T T T T T 0-0 T T T T T T T T 1 T T 1 T T 1 T T T 1 T T T 1 T T 1
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months) Time Since Random Assignment (months)
No. at risk: No. at risk:
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 85 81 78 67 57 34 22 11 5 0 Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 0
Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 22 21 19 19 14 6 4 1 0 Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 5 33 16 7 2 0

Spigel DR et al. J Clin Oncol, 2022.
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Follow-up 38.7 months

PACIFIC: the standard in 101
unresectable LA-NSCLC, 08 {

Total PFS events [/ (%)]: 666/1154 (57.7)
Median PFS (months): 24.1 (95% Cl 20.2-27.8)

w
. o
alsoin - -
2
E i
S 04- : .
No. of Events/ Median PFS [=] I
Arm Total No. of Patients (%) (95% CI), Months [ = . 0, I
1.0 4o Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9) -8 2-Year PFS: 50.1% .
e Placabo 175/237 (73.8) 5.6(4.8t07.7) (95% CI 47.2% to 53.0%)
08 | Stratified HR (95% CIJ: 0.55 (0.45 to 0.68) 0.2 4 3-}'03" PFS: 42.2%
o 08 N 887% Stratified HR from the primary analysis (95% CI): 0.52 (0.42 to 0.65)" (95% C139.2% to 45.1%)
£ 071 Vi 195% C1, 51010 60.2)
2 06 " “‘\.,\ 45.0% T
3 Hripgy 140.1 10 49.8) 39.7% H
S 05 lL.’ 1 s LT, (34.7 10 44.7) 35.0% 33.1% 0.0 T T T T T T T T 1
£ 04 M | Hims — (29.9t0 40.1) (28.0 1o 38.2)
™ ! : e —— 0 6 12 18 24 30 36 42 48 54 60
02 1 P e Ly (S S— Time from index date (months)
0.1 | 18310312 (T3 10 209) a0 261 B No. at risk
0.0 H—eyrm—r——t—+t-t— - T *
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 1154 902 723 627 547 462 295 37 0 0 0
Time Since Random Assignment (months)
No. at risk:
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 B85 @ 78 67 67 34 22 n 5 0 1.0 -ﬂ‘_\_\
Placebo 237 164 106 87 68 66 48 41 37 36 A0 27 26 26 24 24 2 21 19 19 4 6 4 1 0 -
~ Total deaths [n/N (%)]: 446/1154 (38.6)
\ Median OS (months): not reached (95% CI 46.3-NE)
No. of Events/ Median OS 0 8 -
Arm Total No. of Patients (%)  (95% CIl, Months -
Durvalumab 264/476 (55.5) 47.5(38.11052.9) m
10 ik 1% Placebo 155/237 (65.4) 29.1 (22110 35.1) [e] i
0.9 e J95% O 78.4 10 86.2) Stratified HR (95% CI): 0.72 (0.59 to 0.89) w“ 0.6 - |
0.8 - “*,-xk\ﬁ 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)*" . I
Z o] [y S~ ) !
= p .0 to 61. —
2 061 fs‘éfgju;:;‘ﬂxﬁ: _ L\‘___‘M_ e oosan) 42.9% o 2-year 0S: 72.3%
2 05 ' T i —q (38.2 to 47.4) g 04 o y . o
g ! i L T — . 95% C169.7% to 74.8%
5_- E_: 1 i @siost “'33;51”"' . 9,—“ w E ( ) 3'yea|' 0S8:63.2%
.3 \ to
© : | ErR RPN bt (95% CI 60.3% to 85.9%)
" 1 1 1 1 (27.3 1o 39.8)
0.1 ! 1 ! ! ! 0.2 -
oo ro——"ab6b-—4" "7 "+
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months) 0.0
No. at risk: . L L L] L L L L ¥

Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 O 0 6 12 18 24 30 36 42 48 54 60
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16 7 2 []
Time from index date (months)

Spigel DR et al. J Clin Oncol, 2022. No. at riek
Girard N et al. J Thor Oncol, 2023. Filippi AR et al. ESMO Open, 2024. 1154 1097 1001 %05 85 18 S22 1 5 0 0
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Durvalumab consolidation after CRT: OS benefit across almost all subgroups

No. of Events / No. of Patients (%) Unstratified HR EGFR or ALK aberration status
Durvalumab Placebo (95% ClI)
Sex Negative 166/317 (52.4) 109/165 (66.1) 0.66 (0.52 to 0.84)
Female 72/142 (50.7) 43/71 (60.6) 0.64 (0.44 to 0.94)
< 65 years 130/261 (49.8) 79/130 (60.8) 0.66 (0.50 to 0.87) 5
PD-L1 expression level
Smoking status
NErEEEEs 20/43 (46.5) 15/21 (71.4) e 0.42 {0.21 to 0.82) 111/187 (59.4) 64/105 (61.0) 0.90 (0.67 to 1.23)
1A 136/252 (54.0) 91/125 (72.8) ——i 0.61 (0.47 to 0.80) -
1%-24% (post hoc analysis) 52/97 (53.6) 29/47 (61.7) I < { 0.73 (0.46 to 1.14)
All other 126/252 (50.0) 88/135 (65.2) 0.62 (0.47 to 0.81) < 1% (post hoc analysis) 59/90 (65.6) 35/58 (60.3) f —* I 1.15{0.75to 1.75)
T T T T 1 T T T T
Complete response 6/9 (66.7) 3/7 (42.9) Not calculated® 02 04 06 08 10 12 14 16 18
e
Stable disease 135/223 (60.5) 81/115 (70.4) 0.70 (0.53 to 0.92) - >
Durvalumab Better Placebo Better
Gemcitabine-based 5/9 (55.6) 2/5 (40.0) Not calculated®
E Unknown PD-L1 status
Cisplatin 134/266 (50.4) 81/129 (62.8) 0.65 {0.50 to 0.86) ;:
Cisplatin and carboplatin 6/8 (75.0) 4/5 (80.0) Not calculated® :
8
14.d 64/120 (53.3) 43/62 (69.4) 0.54 (0.37 to 0.80) ie
<14 days C PD-L1TC>1% D PD-L1TC<1% £
04
WHO PS 1.0 ~ 1.0 5 £ o :
02 e
1 - Restricted” 143/242 (59.1) 90/123 (73.2) 0.62 (0.47 to 0.80) 0.9 4 0.9 4 [ meme o mm e
Asia 54/109 (49.5) 37/68 (54.4) 0.79 (0.52 to 1.20) 0.8 0.8 - T T T e rnsanesnaranoe
— Time from randomisation (months)
North and South America 85/150 (56.7) 54/67 (80.6) 0.47 (0.34 to 0.67) 2 0.7 1 ' 8 071 P A A
White 200/337 (59.3) 110/157 (70.1) 0.72 {0.57 to 0.91) s 061 ‘ . s 061
E 0.5 4 ' : 5 0.5 |
Asian 56/120 (46.7) 39/72 (54.2) 0.73 (0.48 to 1.09) ] ' | - H
3 04 ! ! & 04 | |
EGFR or ALK aberration status g ' . 2 ' .
& 03+ : : ® 03 ; .
Negative 166/317 (52.4) 109/165 (66.1) 0.66 {0.52 to 0.84) Median OS (mo) 24mo 08 (%) 36-mo OF (%) Median 05 (mo] 24-mo 05 (%) 36-mo OS (%)
0.2 4 {95% C1) (85% CI) (85% CI) 0.2 4 95% CI) [95% CIy [95% CI}
PD-L1 expression level Durvalumab, =1% NR (43.2-NR) 72.9 (66.2-78.4) 622 (55.1-66.5) Durvalumab, <1% 33.1 (20.8-NF) 56.1 (45.0-65.8) 474 (36.4-57.8)
0.1 A |Placebo, =1% 29.6 (17.7-NR) 53.7 (42.6-63.5) 45.9 (34.6-55.5) 0.1 - |Placebo, <i% 45.6 (27.3-NR) 664 (52.4-77.1) 54.9 (40.5-66.9)
<25% 111/187 (59.4) 64/105 (61.0) 0.90 (0.67 to 1.23) o HR (85% CI): 0.58 (0.41-0.83) o HR (85% CI): 1.14 {0.71-1.84)
1%-24% (post hoc analysis) 52/97 (53.6) 29/47 (61.7) 0.73 (0.46 to 1.14) 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
Time from randomisation (months) Time from randomisation (months)
< 1% (post hoc analysis) 59/90 (65.6) 35/58 (60.3) 1 i 1.15(0.75 to 1.75) No. at risk No. at risk
02 04 06 08 10 12 14 16 18 Durva. 212 208 193 187 178 171 165 156 146 141 133 129102 68 46 22 3 0 0 Durva. B0 35 84 81 72 66 06 60 46 44 &2 M1 33 2 10 4 2 0 O
< > Placebo 91 81 75 67 64 58 52 47 45 44 41 38 31 19 10 6 4 1 0 Placebo 58 56 48 45 44 43 40 36 35 34 32 30 22 14 9 5 0 0 O
Durvalumab Better Placebo Better
of* 2 IRCCS "Giovanni Paolo 11" Spigel DR et al. J Clin Oncol, 2022. Paz-Ares L et al. Ann Oncol, 2020.
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PD-L1 TPS matters also in RW

Median OS
PD-L1 status* Median (95% CI A 1.0- (95% Cl), months
! f\th o Cl), . PD-L1TC21% 46.3 (44.6-NE)
months PD-L1TC <1% NR (31.6-NE)
‘o - PD-L121%  22.4 (18.4-25.5) @ 0.8+
PD-L1 <1% 15.6 (12.2-23.2) ‘e 0.6
£ In i 2 |
= consistent 25.2 (14.0-27.3) = [ year OS: 76. 0% ] |
E - .' - E 0.4 - (95% CI 72.3% to 79.3% [ yoar OS: 67.0% ]
2 o | AR ] 02 [ 2.year OS: 64.3% J (95% Cl 63.0% to 70.8%)
e ! H H - o 2 - (95% CI 55.6% to 71.7%
i : : i -year OS: 54.4%
> 02 L [ 5‘V¥CI 45.7% to 62. 4%)]
0.0 ' T — i — T 1 0.0 T T T T T 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36 42 48 54 60
Time from index date (I"I'IOI"IthS} No. at risk Time from index date (monthS)
TC21% 573 549 513 468 424 385 287 66 1 0 0
No. at risk 700 554 425 347 144 24 0
174 132 100 77 38 7 0 TC<1% 138 129 115 98 86 81 61 20 0 0 0
93 68 60 49 27 2 0 — TC 21% TC <1%

Girard N et al. J Thor Oncol, 2023.
Filippi A et al. ESMO Open, 2024.
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Does PD-L1 TPS matter alsoin RW ?

Median OS
PD-L1 status* Median (95% CI A 10 (95% Cl), months
edian |(1th o C), = PD-L1TC 21% 46.3 (44.6-NE)
months PD-L1TC <1% NR (31.6-NE)
‘o - PD-L121%  22.4 (18.4-25.5) @ 0.8+
PD-L1 <1% 15.6 (12.2-23.2) ‘e 0.6
£ Inconsistent 252 (14.0-273) & |
a - - - g [ -year OS: 76. 0% ] :
_E - - - -g 0.4 - (95% CI 72.3% to 79.3% [ _year OS: 67.0% ]
2 o | - - ] 02 [ 2.year OS: 64.3% J (95% Cl 63.0% to 70.8%)
e ! H : - o 2 - (95% CI 55.6% to 71.7%
i : : : -year OS: 54.4%
o 02 L [(gsfyfm 45.7% to 62. 4%)]
0.0 ' T — i — T 1 0.0 T T T T T 1
0 6 12 18 24 30 36 0 6 12 18 24 30 36 42 48 54 60
Time from index date (I"I'IOI"IthS} No risk Time from index date (monthS)
0,
No.atrisk 700 554 428 247 144 24 0 TC21% 573 $49 513 468 424 385 287 66 1 0 0

TC<1% 138 J29 115 98 86 81 61 20 O 0 0

174 132 100 77 38 7 0
93 68 60 49 27 2 0

— TC21% TC <1%

...and the remaining 39%?

Girard N et al. J Thor Oncol, 2023.

) PACIFIC: placebo arm 2 yrs OS 55% Filippi A et al. ESMO Open, 2024.
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EGFRm patients should not receive

Durvalumab

1.0 o
0.9 Median PFS (95% Cl) Durvalumab 11.2(7.3-20.7)
g Placebo  10.9 (1.9-NE)
2 0.8+
@ Hazard ratio (95% ClI) 0.91 (0.39-2.13)
8 0.7+
5 06-
A
o 0.5+
jo]
2
S 0.4 4
G
Z 03-
=
8 02-
[
& 944 —— Durvalumab 1
0.0 - Placebo
T T T 1 T Ll T I T ] T 1 T ] T T T L] T ]
13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Time from randomization (months)
Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Durvalumab 2421 19 15 10 8 6 3 3 3 2 2 1 1 1 1 1 1 1 0
Placebo 119 5 5 4 4 3 2 2 2 2 2 2 1 1 1 0 0 0 O

Far
A

O

PugliaSalute
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Naidoo J et al. J Thor Oncol, 2023.

EMD= e

ESMO consensus

9: In patients with EGFR-mutant inoperable stage Il
NSCLC, undergoing curative-intent chemoradiotherapy,
what is the role of consolidation ICI therapy?

STATEMENT: In EGFR-positive disease, the use of consoli-
dation ICI therapy after curative-intent chemoradiotherapy
(CT-RT), is not recommended [I,C].

Passaro A et al. Ann Oncol, 2022.

1.0 4
0.9 4 Median OS (95% CI) Durvalumab 46.8 (29.9-NE)
Placebo  43.0 (14.9-NE)
_ 08
S } Hazard ratio (95% ClI) 1.02 (0.39-2.63)
e 0.7 -
=
[0
T 0.6 4
9
o 0.5 4
G
2 044
3 +———t—t+
8 03+
o
£ 024
041+ —— Durvalumab
0.0 - Placebo
LI T Ll T L} T L] T T Ll 13 T Ll T L} T T T T L] T L) T T L
13 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time from randomization (months)
Number of patients at risk
Month 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Durvalumab 24 24 23 23 23 23 22 22 20 19 17 15 15 12 12 1210 8 8 8 5 4 2 1 1 0
Placebo 1111 10 10 9 8 8 7 7 7 7 6 6 6 6 4 4 4 4 4 4 2 1 0 0 O



Osimertinib: the new standard in unresectable LA-NSCLC EGFRm %A%

LAURA phase 3 trial
Osimertinib 80 mg,
SUCh Oy Treatment duration until BICR-assessed progression

Patients with locally advanced,

unresectable stage III* EGFRm NSCLC
Median PFS, months (95% CI) with no progression during / following Risdomizition (per RECIST v1.1), toxicity, or other discontinuation
BIRC Osimertinib ~ 39.1 (31.5, NC) definitive CRT: reatment 2:1 criteria
Placebo 56 (3.7, 74) Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
« 218 years (Japan: 220) —_— progression offered to both treatment arms$
0 . 3 Stratification by:
— PFS HR (95% CI): 0.16 (0.10, 0.24), WHOPS 0/ 1 ot VR s 0
. p<0.001 + Confirmed locally advanced, Stage llIA vs stage NIB/IIC
Maturity 56%: unresectable stage III* NSCLC China vs non-China Tumor assessments:
09 — B eagpri haieg « Ex19del / L858R? :
osimertinib 40%, placebo 86% : : Sl * Chest CT / MRI and brain MRI
© =S MIENIS NV DAOR St use of e . + At baseline, every 8 weeks to Week 48, then eve
2 08 — CRT and randomization: 6 weeks once daily R ONERY 2 ry
> : 74% 12 weeks until BICR-assessed progression
3 1
o 07 = i
£ | .
=) 1
g &2 | |
(7] 1 1
n i I
% 0.5 — 1 : .
S i : I T TR I— Investigators
o 04 . !
O ! 1 1 Median PFS, months (95% CI)
1 | o9 Osimertinib 389 (26.7, NC)
g 0'3 ~= : ] % . Placebo 73(55,103)
= ; | g 47 ; T eainanon
& : : bal &
1 ! £ o :
09 = : i ! | g . lﬂ\—l_“_‘
1 ] 1 o
: i ' ' T R
0.0 I | | i | | | | | ] | | | | 1 | 1 | | | 1 i et

Osimetnlb 143 131 112 106 % 9 87 78 67 S5 45 35 26 1% 8 6 4 2 2 2 1 0

No. at risk Time from randomization (months)

Osimertinib 143 127 114 109 99 9% 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0
Placebo 73 59 31 25 15 10 9 6 6 - B 3 3 3

N
-
o
o
o
o
o

Ramalingam SS. ASCO, 2024.
S LuS etal. N EngJ Med, 2024.
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LAURA: secondary efficacy endpoints

100 . = 100 <
Osimertinib Placebo
80
[} [
£z £z Median Duration of
3 < 3 < Response (95% Cl)
g2 £2 m PO ol i
gH c @ g 0o Osimertinib 369 (30.1-NC)
Ec Ec H SD S Placebo 6.5(3.6-8.3)
& L & Q2 @ 08 -
& @ 2 0.
g, @ g, @ H PR o
<= €+ o0 £ 074
@ o —20- =
% B % = mCR 3 06
= 8 = 8 404 NE @ Osimertinib
4 3 < B it ;
Ly o -60- 5 044
-804 S 03+
o
-100 1 -100 £ 02-
g 0.1 F’Ia(:eboI
o T
0.0 T 1 1 1 1 1 1 1 1 1 |l Ll 1 1 1 1 1 1 |l 1
. T 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
OS|mertln|b (n_1 43) P'acebo (n 3) No. at risk Time from Initial Response (in Months)
Objective response rate, % (95% CI) 57 (49, 66) 33 (22, 45) Osimertinb 82 76 72 68 64 56 50 40 33 24 19 14 1 7 5 3 1 1 1 1 0
Placebo 24 18 12 6 5 5 3 3 2 2 2 1 1 1 1 1 1 0 0 0 0
Disease control rate, % (95% CI) 89 (83, 94) 79 (68, 88)
Median duration of response, months (95% Cl) 36.9 (30.1, NC) 6.5 (3.6, 8.3)
« Clinically meaningful improvement in TTDM with osimertinib vs placebo °i‘,,“;i§“,‘;‘“ e + Cumulative incidence* of distant metastases was consistently lower with osimertinib vs placebo
Total TTOM everts, n %) BE e = The cumulative incidence* rate of distant metastases at 12 months was 11% (95% CI 6, 17) with osimertinib vs
Censored patients, n (%) 10(77) 42(58) 0 o, . o 2 z ~ o a e
B odian O, monthe GG NRO99.NG] 30 B0, NE) 37% (95% CI 26, 48) with placebo In theoplacebo arm, 81% of patients with BICR-confirmed progression crossed over to zir:(:r;:n:onm e
z _ 10 1 5
H HR: 0.21 (0.1, 0.38), e Osimertinib Placebo e s Osimertinib 540 (46 5, NC)
é p<0.001 (nominal) pad e Distant melastases (n=23; 16%) «=e=ee=+ Distant metastases (n=27, 37%) Placebo NR (42.1, NC)
% ) = = - Local progression (n=30; 21%) — — - Local progression (n=35; 48%) 3 03
£ — o 29 pasto 2% . el by o (1430 T DA e | O sage 2 140
i ._; 0.7 ! 08 Matunty 20%
= Jd osimertin® 20%. placebo 21%
E 8 05 3 o
© = 04 -
e
: RO {o]
g 014 § “““ =]
o E 01 4
0 3 ] 9 12 15 18 il 24 n 30 33 36 k] 42 45 483 51 54 57 60 63 B o ; 5' ; 1'2 5 A i 3'0 :'; 3'“ 1'9 " "5 "! S'\ 5" 5'7 6'0 B‘J
No. atrisk Time from randomisation (months) No. at risk ; Y:leun ndomization (months) )
. o. randomization (months
Osimertinb 143 132 122 17 106 103 93 83 75 64 51 38 28 18 W0 & 4 2 2 2 1 0 Osimertinib 143 142 138 135 133 130 127 115 100 8 71 59 49 37 28 19 12 9 4 2 1 0O
Placebo I 62 38 30 2 17 12 8 ] L] 5 3 3 3 3 2 2 1 1 0 ) 0 T T T T T T T T T T 1 L 6
3 36 38 42 45 48 51 54 57 60 63
Time from randomisation (menths)

rrn ‘ , Ramalingam SS. ASCO, 2024. LuS et al. N EngJ Med, 2024. Lu S. ESMO, 2024.
%% IRCCS "Giovanni Paolo 11"
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LAURA: CNS activity Mongress

Osimertinib Placebo

* Reduced risk of CNS progression or death with osimertinib vs placebo (n=143) (n=73)
Total CNS PFS events, n (%)* 29 (20) 30 (41)
CNS RECIST progression* 18 (13) 26 (36)
101 Death in absence of CNS progression 11(8) 4 (5)
0.9 : Censored patients, n (%) 114 (80) 43 (59)
0.8+ : Median CNS PFS, months (95% Cl)  NR (NC, NC) 14.9 (7.4, NC)
2 o7 ! !
o U0 ! ! I I I 1 | |
2 . : : L B B — HR: 0.17 (0.09, 0.32),
s : : p<0.001 (nominal)
> 051 : :
S 04 : .
o 1 1 | | |
r=) 1 1 T T 1
o 034 : i
a a
0.14 i i
00 L] L} L] :I L] L] I E L] L] L L] L I L L] I L] L L] 1
0 3 6 9 12 15 18 21 24 271 30 33 36 39 42 45 48 51 54 57 60 63 10- Osimentinib Placabo
. Time from randomisation (months) ped e ONS progression (=18, 135} +eoeeens CNS progression (n=26: 36%)
No. at risk — — - Non-CNS progression (n=37; 26%) — — - Non-CNS progression (n=36; 49%)
08+ = Death by any cause (n=2; 1%) Death by any cause (n=1; 1%)

Osimertinib 143 130 121 115 105 104 94 8 74 63 49 37 28 17 9 6 4 2 2 2 1 0
Placebo 73 63 36 26 19 16 12 8 8 6 5 3 3 3 3 2 2 1 1 0 0 0

Cumulative incidence of event

LU S ESMO, 2024 Time from randomisation (months)
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All-causality adverse events (210%)*

« The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4 / 5),
non-serious and manageable

Radiation pneumonitis
Diarrhea

Rash

COVID-19

Paronychia

Cough

Decreased appetite
Dry skin

Pruritus

Stomatitis

WBC count decreased
Pneumonia

Anemia

Musculoskeletal chest pain

48 |

| 38

36 |

| 14

21
2
24 |

| 14

20 | 1
17 [ 1
16 |
15[ 1] |5
13[4 15
13 I 7
12 ] 3
12[C1] 13
' 11 3 WN4] 8
10 1] 14

s |

'8

Interstitial lung disease (grouped term)
was reported in 11 (8%) patients in the
osimertinib arm*

The majority were Grades 1/ 2;

Grade 5 n=1

|:| Osimertinib, all grades
[} Osimertinib, Grades 23
|:| Placebo, all grades
. Placebo, Grades =3

80 70 60 50 40 30 20 10 0 10

Patients (%)

100 90

12
2I0

30 40 50 60 70 80 90 100

Data cut-off: January 5, 2024.

*AEs with incidence of 10% or more in eithertreatmentarm are shown. Patients with multiple events inthe same category counted only once in that category. Patients with events in more than one category are counted once in each of those categories. Includes AEs with an onset date on or after the date of firstdose and up to and
including 28 days following the discontinuation of study treatment and before starting subsequent cancertherapy; 'One grade 5 AE of pneumoniawas reportedin the osimertinib arm; *Interstitial lung disease (groupedterm)was reportedin 1 patient(1%) in placebo arm; AE was pneumonitis, Grade 1.
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HORIZON-01: not only EGFR in unresectable LA-NSCLC

| Alectinib
Al ALK+ R
Biomarker eligibility determined in * Locally advanced, unresectable, stage Ill NSCLC N=120 1:1
BIOSTART master screening study + 218 years
or * Prior cCRT / sCRT —
per available and acceptable local « ECOG PS 0-2 } Entrectinib
tissue-based test result* » Tumour tissue required from all patients A2 ROS1+ R
— = <
Stratification factors: Pralsetinib
. Disease staging (stage IllA vs. stage llIB or IIC) a3 RETIuslompositive W
« Type of CRT (cCRT vs. sCRT) Cohorts may be added / closed 1 :
+ PD-L1 expression (TC score <1% vs. 21% vs. unknown)t independently from one another : e Ienar

- = wp]

£ |IRCCS "Giovanni Paolo II"
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Paz-Ares L. ELCC, 2023
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PACIFIC: is that enough...? 1 (95% )=

ysis (95% Cl): 0.68 (b

No. of Ey
Arm Total No. of .
/ 42.9%
Durvalumab 264/47 (382 to 474)
1.0 +H&, 83.1% Placebo 1565/ ‘
0.9 - (95% CI, 79.4 to 86.2) // l 10 ‘ 57.1 %
0.8 - 66.3% Stratified HR from the prim .
_ (61.8 to 70.4) ! i patients
E 0.7 : 56.7% =
S 06 74.6% (52010 61.1) 497% D 6) 33.4% dead at
g (68.5 to 79.7) (45.0 to 5 27.3 39 6)
S 05 - ! ol ( S R 5 years
2 04- i (48.6 t0 61.4) ' [
43.6%
3 03- ! : (37.1t0 49.9) 36.3% '
0.2 - ! : ! (30.1t0 42 ' ' ' ' ' ' '
01 - ! : ! ! 54 57 60 63 66 69 7
' l : i l
0.0 p— T T 1 T T T f T T T t T T T i T T \‘
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 b1 b4 \
\
Time Since Random Assignment (months)
No. at risk: B3 134 91 40
Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 13 ,
Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 3.._;‘6_ 33 z 0

’;‘E‘”,\r IRCCS "Giovanni Paolo II"

PugliaSalute



Strategies to improve survival

10 concomitant cCRT 10-10 strategy
"~ PACIFIC-2 COAST
" CheckMate 73L PACIFIC-9
"~ KEYLINK-012 SKYSCRAPER-03
PACIFIC-8

Induction 10 - 10 concomitant cCRT

AZT-16 Special populations

APOLO DUART

i DEDALUS
PACIFIC-Brazil

DEDALUS

+a)
A
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Move immunotherapy earlier: concomitant with cCRT

Trial Phase Treatment G23 pneumonitis ORR 1yr PFS Median PFS

Nicolas Il Nivolumab concomitant/consolidation 6.7% 73.4% 53.7% 12.7 mo

PACIFIC 2 CHECKMATE 73L

U Bristol Myers Squibb’

1.0 -
No. events / no. randomized patients (%) 1471219 (67.1) 80/109 (73.4)

0.8 - mPFS, months (95% CI) 13.8(9.5,16.9) 9.4 (7.5, 16.6) See All Press Releases >  Sign up for Email Alerts >
E HR (95% CI) 0.85(0.65, 1.12)
5 06 P-value* 0.247 . . .
z Bristol Myers Squibb Provides Update on Phase 3 CheckMate
® 04+ -73L Trial
g 05/10/2024

024 — Durvalumab + CRT _I_‘_"_'_”_‘_L_‘ _—

CATEGORY: Corporate/Financial News
— Placebo + CRT
00 T T T T T T T T T T T T T T T T T T T T 1

' PRINCETON, N.J.--(BUSINESS WIRE)-- Bristol Myers Squibb (NYSE: BMY) today announced the Phase 3

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 . B - ) ) .
Time domizatl h CheckMate -73L trial did not meet its primary endpoint of progression-free survival (PFS) in
No. at risk: ime from randomization (months) unresectable, locally advanced stage III non-small cell lung cancer (NSCLC). CheckMate -73L evaluated
Durvalumab + CRT 219 199 145 124 102 94 83 75 69 64 60 59 58 50 49 47 43 28 24 10 2 0 0 Opd."vo® (nivolumab) with concurrent chemoradiotherapy (CCRT) followed by Opdivo plus Yervoy®
Placebo +CRT 109104 72 58 44 38 34 32 28 26 25 24 24 24 24 23 19 15 12 7 3 1 0 (ipilimumab) versus CCRT followed by durvalumab in patients with unresectable stage 11T NSCLC. The

observed adverse events of Opdivo with CCRT followed by Opdivo plus Yervoy were generally consistent
with the known profiles of each component in the regimen.
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Move immunotherapy earlier: concomitant with cCRT

Phase Il KEYLYNK-012 (NCT04380636)

Patients (N=870) 3 cycles
Pembrolizumab 200 mg IV Q3W

= Histologically/cytologically confirmed stage IIIA-C Pembrolizumab 200 mg IV Q3W + olaparib placebo BID
NSCLC with no evidence of metastatic disease + concurrent chemoradiation® (12 months)

+ Not eligible for surgery with curative intent

= Measurable disease per RECIST v1.1 Randomizatio i

. : Pembrolizumab 200 mg IVQ3W Pemhro.llzumahZI_JU mg IV Q3w
Mo prior treatment (chemotherapy, targeted - n : b + matching olaparib 300 mg BID
therapy, or radiotherapy) for stage Il NSCLC 111 + concurrent chemoradiation (12 months)

= ECOGPS 01

* Provision of archival or newly obtained tumor D | b 10 matk
tissue sample for biomarker analysis :  Concurrent chemoradiation® urvaitima mgikg

Q2W (12 months)

Exploratory End Points

+ Adequate pulmonary function tests

Stratification Factors? Primary End Points Secondary End Points : : —
+ Assess cilDNA during the course of treatment and its correlation with
= Stage: A vslIBAIIC - PFS&: + Safety efficacy end points
= Tumor histology: SQ vs NSQ - 08 * ORR® » |dentifiy molecular biomarkers of response, safety, and activity
* PD-L1 expression: TPS <50% vs 250% * DOR® » Evaluate the effect of PD-L1 expression levels on ORR, DOR, and
* (Geographic region: East Asia vs North America/ = QoL PFS (per RECIST v1.1), and OS
Western Europe/UK vs other - TTD - Evaluate efficacy end points per iRECIST
i _ _ = Evaluate PFS2 (per RECIST vi1.1), TFST, and TSST in
Estimated primary completion: July 6, 2026¢ pembrolizumab arms vs concurrent chemoradiation/durvalumab arm
+ Characterize health utility for use in economic models

aGfraffication occurs at randomizafion. °Plafinum doublet chemotherapy and concurrent standard thoracic radictherapy (60 Gyin 2 Gy fracions; during
cycles 2 and 3). Plainum doublet opfions (per invesigator's choics) include cisplaiin + pemstrexed (NSQ hisiclegy only), cisplain + sloposide, and carboplatin + pacliaxel “Assessed per RECIST v1.1 by BICR. “Subject to change.
1. ClinicalTrials.gov. hips:/iclinicaltrials. gov/ct2/show/MCT04380636. Accessed: February 24, 2021. 2. Jabbour etal Presented at EMS0 2020. Absfract 1256TiP.
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Move immunotherapy earlier: induction
Alliance Foundation Trial (AFT)-16

Atezolizumab Before and After Chemoradiation for Unresectable Stage Ill Non-Small Cell Lung Cancer A
Phase Il Nonrandomized Controlled Trial

E Progression-free survival Overall survival
100 100+
. a—:' 801 80+
Induction Immunotherapy Chemo/RT + Consolidation Adjuvant £ ®
Immunotherapy 2 5 g o0
Atezo- Non-Progressing Patients Receive: £ a0 z w0
NSCLCStagellA "oy )I(lzumab Alliance Standard Chemo/RT T - &
&1IIB m X2 Tore ™ 5 Alliance Standard Chemo w1200 mg q3w to = Median survival, 30.0 mo; 95% Cl, 15.8-NE
Atezolizumab ey Consolidation complete 1 year % 6 2 18 24 30 36 %0 6 2 18 24 30 36
1200 mg IV 3w (tOtaI 4) Time from registration, mo Time from registration, mo
X2 cyc|es " No.atrisk 62 49 39 32 24 10 3 No.atrisk 62 59 53 50 41 23 13
N=64 Patients w/PD go immediately to - o o
— ChemORT if Sti" eligible @ Progression-free survival, since end of CRT @ Overall survival, since end of CRT
100 100+
* 64 pts with unresectable stage Il NSCLC, PS 0-1, no active autoimmune disease or ® g0 so‘ﬁ
significant organ dysfunction enrolled at 13 ALLIANCE sites from 11/2017 to 7/2019. § ®
* 62 pts receiving at least 1 dose of atezolizumab are included in this analysis. 2 60 3
Primary EP: g» 201
Median survival, NE; 95% Cl, 25.8-NE
DCR at 12 weeks (at least 67%): 74.2% e S T S S e
Time from end of radiation, mo Time from end of radiation, mo
No. at risk 44 37 31 27 13 4 0 No. at risk 44 41 41 36 24 10 0

Far
P

%2 IRCCS "Giovanni Paolo 1"
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Move immunotherapy earlier: induction

APOLO, phase Il trial: Atezolizumab + PFS in ITT population

induction chemotherapy (Ch) + chemo- B e

radiotherapy (Ch-RT) and atezolizumab Lﬁ o s

maintenance in non-resectable stage IlIA- e PREBESHAAE R morthe

111B-1IC NSCLC B C11308%) ot 12 months and 805%
000 ! E (95%Cl: 43.3-74%) at 18 months.

Time from inclusion (months)

_ Number at risk Median for follow-up: 29.6 months (95%Cl:
38 34 3 26 23 19 | 28.8-29.8)

Stage IMA-IIB-
mc q
Non-resectable Induction trestmant Concurrent Ch-RT Maintenance
NSCLC Atezolizumab 1200 mg N e e PFS PACIFIC-related
8 edition J . \
( : o ;:Ci;::;‘;gg ?nuiiz '_l/‘ discretion. Recommended |:> Nlﬁudm:ybllgwm » Follow up 1.00
- MANDATORY: CT-PET AT : iv, at day 1 QS&V dose: 66Gy in 33 once-daily (2 yearS)
BASELINE : P Cyiles) fractions of 2Gy in 45 days Concurrent Eh AT Jw { Mainiensnce » )
: ﬁ%iﬁa&{lﬁjﬁ#g _, 075 1 68.9% |
N After |
i ¢ chRT Y
Tumor block 1 55.1%
1
Blood samples F—— 0.50 1 : : PFS from the start of maintenance
: : treatment starting time in ITT
i Aft Afts .
Baseline ‘mduc?on Ch—gRrT At 1§rn;%nths 0.5 : : population was 68.9% (95%Cl: 48.8-
- - i : 82.4%) at 12 months and 55.1% (95%ClI:
0.00- . i 35.6-71%) at 18 months.
A 1
T T T T T T
0 3 6 12 18 24
Mo ) Time from start of maintenance (months) Median for follow-up: 29.6 months
umber at ris
[22— 2¢ 23 20 16 13 ] (95%Cl: 28.8-29.8)

SN
‘f o

&2 IRCCS "Giovanni Paolo II" Provencio M. WCLC, 2024.
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Move immunotherapy earlier: induction/concomitant

o o . ELIGIBILITY CRITERIA
Intensified chemo-immuno-

radiotherapy with
durvalumab: a single arm
phase Il study
PACIFIC-BRAZIL (LACOG 2218)

v/ Non-small cell lung cancer

V Stage IIl (TNM 8t ed.)*

v PS 0-1

v/ FEV1 = 1.2 liters/second (or = 50%

predicted value)

v Predicted lung V20 <35%, cardiac V50
<25%

v No previous local or systemic therapy

Events/Total: 18/49

Progression-free survival at 12 months:

68.1% (95% CI, 56.0 — 82.8)

P-value 0.0022 (one-sided binomial test compared to historical control of 49% 12-m PFS)”

50

PFS Probability

40

30+

Secondary endpoint: 12-month overall survival 81.2% (95% Cl, 70.8 - 93.1)

20

T
0 2 4 6 8 10 12 14 16 18 20 2 24

Months

Numbers at Risk
49 45 45 39 37 32 30 27 9 9 9 6 5

Median follow-up was 20.8 months (95% CI: 12.8 - 22.7); Cut-off date 18 July 2024 7. Bradley JD, et al. Lancet Oncol. 2015 Feb;16(2):187-99

INDUCTION
CHEMO-IMMUNOTHERAPY

Carboplatin AUC 6 IV+
Paclitaxel 200mg/m? IV+
Durvalumab 1500mg/m? IV

q3w for 2 cycles

PRIMARY ENDPOINT:

SECONDARY ENDPOINTS:

EXPLORATORY ENDPOINTS:

8

i

=
=
n
£

S
£ *
]

&
=]
=]
1w
o

CONCURRENT
CHEMO-IMMUNO-RADIOTHERAPY

Carboplatin AUC 2 |V weekly for 6 weeks +
Paclitaxel 50 mg/m? |V weekly for 6 weeks +

Durvalumab 1500mg/m? gq3w for 2 cycles +

Intensity-modulated radiation therapy to 60
Gy in 30 fractions over 6 weeks#

12-month progression-free survival

CONSOLIDATION
IMMUNOTHERAPY

Durvalumab 1500mg/m? IV
q4w for 12 cycles

Overall survival, overall response rate, duration of response, patterns of failure,
efficacy (IRECIST as opposed to RECIST version 1.1), toxicity (CTCAE version 5)

Predictive biomarkers of response/survival

<% 21 (57%) 80.2% (42.1-85.9)
140% 10 (27%) T7.5% (54.8-100)
=50% B (16%) B3.3% (58.3-100)

HPO-L1 ssemd by ieemunchistocherisey (2263 anibody)

EventaiTotal: 12140

Pneumonitis:

Penumonitis >2G3: 14%

27%

Progression-free survival at 12 months:
66.4% (95% CI, 51 .4)

& 8 3 8 8 8

PES Prabability

E Ell 8

° 2 4 6 ] i n

Humbsrs &t Fisk
-] v

William WN. WCLC, 2024.

IRCCS "Giovanni Paolo II"
PugliaSalute



Adding 10: 10-10 strategy (TIGIT + PD1/PD-L1)

SKYSCRAPER-03 PACIFIC-8

Locally advanced, unresectable, Stage Ill NSCLC who have
received 22 cycles of platinum-based cCRT
without progression

N=kec00 Durvalumab 1500 mg IV Q4W
Patients with unresectable urvaluma mg *
Domvanalimab 20 mg/kg IV Q4W
R Stage llINSCLC (N = 430)
1:1 No progression after definitive
N platinum-based cCRT (22 cycles) \ .
Randomised Study treatment in 28-day cycles
WHOPSOor1 11 for up to 12 months
Tiragolumab 840 mg IV Q4W + | Durvalumab* 10 mg/kg IV Q2W PD-L1 status 21% by Stratification by:
atezolizumab 1680 mg IV Q4W or 1500 mg IV Q4Wt e i = Stage R
. H +
for 13 cycles (12 months) for 13 cycles (12 months) N=860 randomised Histology 1:2';30)“
* PD-L1 status
Treat until progression or unacceptable toxicity
Dziadziuszko R, ESMO 2021. Ozguroglu M. ESMO, 2022.
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Adding |10: 10-10 strategy

COAST: An Open-Label, Phase Il, Multidrug Platform Study

—

Of Durvalumab Alone or in Combination With Oleclumab e e L
Or Monalizumab in Patients With Unresectable, Stage Il /' g
NSCLC R e -

o8
: ~
T\‘é/}’/ Oleclumab

Study treatment up to 12 months

CONTROL . .
Durvalumab 1500 mg IV Primary Endpoint
Locally advanced, monotherapy Q4W - ORR by investigator
unresectable, Stage 142 days assessment (RECIST v1.1)
Il NSCLC p0st.cORT
ARM A Secondary Endpoints
No progression Randomised Durvalumab 1500 mg IV Q4W - Safety
after prior cCRT 1:1:1 + oleclumab 3000 mg IV . DoR HLA-E PD-L1 Monalizumab
ECOGPS 0 or 1 Stratification by Oleclumab Q2W for cycles 1 and 2 DeR > Wr
histology then QAW Stamné oyled - PFS by investigator e
N=189 randomised (adenocarcinoma and assessment (RECIST v1.1) TS
non-adenocarcinoma) ARM B . 08 chemo N : i % ‘ : ____{ \
— Durvalumab 1500 mg IV Q4W - PK Radiation i
+ monalizumab 750 mg IV Q2W + Immunogenicity 0 . _ '

rran ) ) Martinez-Marti A. ESMO, 2021.
¥ IRCCS "Giovanni Paolo II"
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Adding |10: 10-10 strategy

COAST: Durvalumab Alone or in Combination With Oleclumab or Monalizumab

Treatment Arm

Patients (%) {95% CI)a Rate, % (95% Cl) HR, % (95% CI)b:¢ o)

Durvalumab Durvalumab + Olecl b + Monali b
No. of Events/ Median PFS, Antitumor Activity (n = 67) (n = 60) (n =862
Total No. of Months 12-Month PFS Confirmed ORR, % (95% CI)® 17.9 (9.6 10 29.2) 30.0 (18.8 to 43.2) 355 (23.7 to 48.7)
(12) (18) (22)

Difference in confirmed ORR, % (95% CI)®

121 (2.7 10 26.9)

16.7 (150 32.0)

Durvalumab + monalizumab 21/62 (33.9) 15.1(13.6to NE)  72.7 (58.8 to 82.6) 0.42 (0.24 t0 0.72) estiovera lres ponse[VIREGH RN Y ()
CR 2(30) 1(1.7) 3(4.8)
Durvalumab + oleclumab 22/60 (36.7) NR (10.4 to NE) 62.6 (48.1 to 74.2) 0.44 (0.26 to 0.75) = RIS, S ITRE] B
38/67 (567) 6.3 (37 to 112) 339 (21 2to 471) - sSD 37 (55.2) 32 (53.3) 31 (50.0)
PD 11 (16.4) 6 (10.0) 4 (6.5)
NE 7 (10.4) 4(6.7) 4 (6.5)
DCR at 16 weeks, % (95% CI)** 55.2 (42.6 to 67.4) 80.0 (67.7 to 89.2) 774 (65.0 to 87.1)
{No.) 37 (48) (48)
Median DoR, months (95% CI) NR (7.4 to NA) NR (12.9 to NA) NR (9.0 to NA)
Range 19+ to 17.5+ 18+ to 169+ 19+ to 184+
=
[1°3
-Q AL L L &L /
. A Safety summary
T I .
= (as-treated population)
ke
m I L L L] D+D D+M
! ! i Incidence, n (% (N=59) (N=61)
1
\ Any TEAEs 65 (98.5) 57 (95.6) 61 (100)
: Grade 23 TEAEs 26 (39.4) 24.(40.7) 17 (27.9)
0.1 1 . Study drug-related AEs 49 (74.2) 46 (78.0) 50 (82.0)
1
: . : . : ' : . . : Study drug-related SAEs 6(9.1) 7(11.9) 5(82)
0 2 4 6 8 10 12 14 16 18 20 AEs leading to discontinuation 11(16.7) 9(15.3) 9(14.8)
) . . Deaths2? 7(10.8) 4(6.8) 3(49)
Tlme Slnce Random ASSIgnment (months) 3All reported deaths within 90 days post-ast dose, regardless of relationship to study drug
®In total, 4 deaths were related to study drug, 2 inthe Dam, 1 itis) in the D+O arm, and 1 (myocardial infarction) in the D+M arm
No. at risk:
Durvalumab + monalizumab 62 55 46 a4 41 35 25 1 6 1
Durvalumab + oleclumab 60 49 46 40 37 30 22 13 9 5 0
Durvalumab 67 50 32 27 20 16 13 9 7 3 0

Martinez-Marti A. ESMO, 2021.
Herbst RS et al. J Clin Oncol, 2022.

Z IRCCS "Giovanni Paolo II"
PugliaSalute



Phase 3 study of durvalumab combined with oleclumab or monalizumab in patients with unresectable
Stage Il NSCLC (PACIFIC-9)

Fabrice Barlesi', Sarah B. Goldberg?, Helen Mann?, Aarthi Gopinathan?®, Michael Newton®, Charu Aggarwal®

'Gustave Roussy, Villgjuif, Frano

Sabramson Cancer Center, Unlversity of Pennsylvania, Philadelphia, BA, USA

; iz Marseille University, CNRS, INSERM, CRCM, Marssille, France,; *Yale School of Medicing and Yale Cancer Center, New Haven, CT, USA; *AstraZeneca, Cambridge, UK, ‘AstraZeneca, Gaithersburg, MD, USA;

Poster P1.10-01
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Durvalumab in locally advanced NSCLC
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+ Oleclumat (MEDIBAAT] & & hurnan KGN Al mat inhiliis COT3 b0 raduacs axira el sdenosing praducion, hematy promating sntiurmeer Famanit®

< Monalizanas i a firstHn-diass, hurmanised IG5 mAb thal sslecively binds o NKGZA. blocking e bindig of HLA-E (RKG2A Igand), sty reduding nhibiin
of MK and COA+ T cells. ™

= Kl Increascs mour Sgaresmon af GO0 HLA-E (REGERA iganc)], and FLU-LT fierehors, combined Blecka
CUIRATEE N PETENts With UnFesActatla Stega 1 NSCLT who have undengons GRT! M
—  In preclinieal medals, the combination of RT end COTE or KSR nhikltors (wih o wihout PO-LT Inhibitors) have shown ncreased aniumeur getiyiy 911

+Inthe randomissd Phasa 2 COAST gludy {N=138], Ihe comiination of decumab of monalzumab wih dusalimabincresssd ORR (30.0% and 35 5%,
respectively, v 17.9% widi curssuriab akive) sne prolenged PTS (1R 084 amd 1R 042, respecively, v durvabamsst ko with mo nes or sigrificen] sl
signais ideniicd, in patizres with unreserishic Stage I HEGLES and no progresson ater cGHT S

T of NESS IMMUAE Cheskpaints may mprave

+ Thesa tndings support futhar avaluason af mase novel Immunetharapy combinasans n the Phasa 3 FACIFICS shaty (NCTDSZF18400 wakth 15 heing concusian
o assass the aficacy ard safety of dureaiuimab in combinalicn with sither alachimat of monalizumas rekatie e durvaiimal plus placebs e, duraslimab
1 apyg]) i patenls with urresectable Siege I NSCLS.

gurms St I Markaar bark o LSV 021 oo peessntnion LLUAEES (35 500y comated wih nkener oomy

PACIFIC-9 (NCTO5221840): study design

Phase 3 rolled, randomised, multicentre, international study
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Special populations

DUART: Durvalumab after radiotherapy in patients unfit for chemotherapy

Patient Population

Stage Il unresectable
NSCLC

Ineligible for CT per
investigator assessment

RT alone as primary
treatment per local SoC

No biomarker selection
ECOG PS 0-2

Any AE, n (%)
Grade 3/4
Within 6 months
SAE
Outcome of death*

Leading to Tx
discontinuation

Leading to Tx
interruption

AESI
imAE

£V,
4

hOON

L/
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Cohort A
(standard RT; n=59)

56 (94.9)
25 (42.4)

25 (42.4)
5(8.5)

11(18.6)

31(52.5)

26 (44.1)
23(39.0)

Cohort A
Standard RT

60 Gy £ 10% or
equivalent BED

CohortB
Palliative RT

40 to <54 Gy or
equivalent BED

All-cause AEs
Cohort B

(palliative RT; n=43)

43 (100)
15 (34.9)

13 (30.2)
2(47)

7(16.3)

17 (39.5)

15 (34.9)
13 (30.2)

!

Study

enrolment
(SD or better)

99 (97.1)
40(39.2)

38 (37.3)
7(6.9)

18 (17.6)

48 (47.1)

41 (40.2)
36 (35.3)

Durvalumab
1500mg Q4W

up to 12 months*
N=102

Cohort A

(standard RT; n=59)

40 (67.8)

9(15.3)
7(119)

7(119)
1(1.7)

7(11.9)

8(13.6)

21(35.6)
22(37.3)

/’

Endpoints

Primary: Incidence of grade
3/4 PRAEs! within 6 months

of durvalumab initiation

Secondary: PFS, ORR, DoR
(all investigator assessed;

RECIST v1.1), OS, and safety

\

CohortB

(palliative RT; n=43)

21 (48.8)

3(7.0)
3(7.0)

2(47)
0

3(7.0)

5(11.6)

9(209)
12 (27.9)

Total
(N=102)

61(59.8)

12 (118)
10 (9.8)

9(8.8)
1(1.0)

10(9.8)

13 (12.7)

30 (29.4)
34 (333)

Cohort A Cohort B
(standard RT)  (palliative RT) Total
No. events / no. patients (%) 26/59 (44.1) 25/43(58.1) 51/102(50.0)
Median PFS (95% CI)*, months 9.0 (5.6-NC) 7.6(5.3-11.0) 80(7.0-97)
12-month PFS rate (95% CI)t, %  40.2 (236-56.3)  29.3(13.8-46.7)  34.8(23.0-46.9)
1.0
0.9
0.8
£ o7
s 061
£ 05
‘04 348%
£ 031
0.2
01
0.0 T T T T T T T T T
3 6 9 12 15 18 21 24 27
Time from start of treatment, months
No. at risk:
Total 102 76 47 28 9 3 2 2 2 0
Cohort A CohortB
(standard RT)  (palliative RT) Total
No. events / no. patients (%) 16/59 (27.1) 19/43 (44.2) 35/102 (34.3)
Median 08 (95% CI)*, months NC (14.5-NC) 14.8(10.1-NC) 15.9(11.5-NC)
12-month OS rate (95% CI)t, % 67.0(50.1-79.2) 563 (37.3-716)  62.2(49.8-724)
g8 o
5 064
=
£ 0
F1 i
g o
0.0 T T T - T T T T T
3 [ 9 12 15 18 21 24 27
Time from start of treatment, months
No. at risk:
Total 102 93 78 54 27 15 7 4 2 0

Filippi AR. ESMO 2023.




Special populations

DEDALUS:
Induction chemo-Durvalumab = reduced dose RT + Durvalumab = Durvalumab
Patients unfit for standard doses of RT

During

maintenance During Induction

20% 20%
Post-RT
20%
Unresectable Before RT
/inoperable 40%
Stage IIIA-B Progession pts time according to study’s phase
NSCLC
according to
PACIFIC
criteria
ENDPOINTS
Primary: safety DISCONTINUATION PTS (N)
Secondary: PFS e OS
e PERMANENT 8 (40%)
Ancillary: MRD (cfDNA) PRAEs 0
SAEs 3 (15%)
Progression 5 (25%)
PTS TEMPORARY 3 (15%)
PRAEs N) EVENT DESCRIPTION PRAES (G3-G4) 1(5%)
SAEs (G3-G4) 2 (10%)

Any PRAEs 5 (25%)
G3 4 (20%) 3 myelotoxic events —1 ipoMg2*
G4 1(5%) 1 sepsis

P ) . Filippi AR. ELCC, 2024.
%% IRCCS "Giovanni Paolo II"
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Strategies to improve survival

No. of Events/ Median PFS,
Total No. of Months 12-Month PFS
Treatment Arm Patients (%) (95% CN? Rate, % (95% ClI) HR, % (95% CI)>°
Durvalumab + monalizumab 21/62 (33.9) 15.1(13.6to NE) ~ 72.7 (58.8 t0 82.6) 0.42 (0.24 t0 0.72)
Durvalumab + oleclumab 22/60 (36.7) NR (10.4 to NE) 62.6 (48.11t0 74.2) 0.44 (0.26 to 0.75)
Durvalumab 38/67 (56.7) 6.3(3.7t0 11.2) 33.9 (21.2t0 47.1) -

PFS (probability)

0.4
OLECLUMAB — e
1
0.2 4 '
’? MONALIZUMAB :
.1 '
i
0 2 4 6 8 10 12 14 16 18 20
Time Since Random Assignment (months)
No. at risk:
Durvalumab + monalizumab 62 55 46 44 a1 35 25 1 6 1 1
Durvalumab + oleclumab 60 49 46 40 37 30 22 13 9 5 0
Durvalumab 67 50 32 27 20 16 13 9 7 3 0

Induction 10 - 10 concomitant cCRT

AZT-16

[a] Progression-free survival

[8] overall survival

100
% g0
z =2
H =
2 604 K
H] H
- Bl
g 204
= Median survival, 30.0 mo; 95% CI, 15.8-NE
0 T T
0 6 12 18 24 30 36
Time from registration, mo
No. at risk 62 49 39 32 24 10 No. at risk

IRCCS "Giovanni Paolo II"
PugliaSalute

10-10 strategy
COAST

PACIFIC-9

SKYSCRAPER-03

PACIFIC-8

i Median PFS, months (95% CI)
09, EGFR - LAURA Osimertinib  39.1 (31.5, NC)
® Placebo 56131, 7:4)
g 08
. , PFS HR (95% CI): 0.16 (0.10, 0.24),
3 - 1
H ; p<0.001
cé, 06 — i i Maturity 56%:
K h ! osimertinib 40%, placebo 86%
& 05 : :
g i : —t—t—t —t
S : :
100 > / 1
£ 03 o i !
3 ' :
2 1 !
80 S 02 i !
o H !
i
50 0.1 ! | t
: i |
i
40 0.0 T T T f T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
20 No. at risk Time from randomization (months)
o Osimertinib 143 127 114 109 99 9 8 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0
0 6 12 18 24 30 36 Placebo 73 59 31 25 15 10 9 6 6 4 4 3 3 3 2 1 1 0 0 0 o0 o0
Time from registration, mo
62 59 53 50 41 23 13




Strategies to

improve survival:

Prediction and
monitoring

X*-4x <0
n(B) =68
n(C) =84

n(BUC) =n(B)+n(C)n(BNC erod

He = 4002602
b, gt
=39.948

4 .
|OZ - 6— » ‘b <
log,x ' —

log,x + l0g,y X

- log,x - log,y a(be) = (ab)c

a+b=b+a (1002)a+100b

A B alb+c)=ab+ac 10000a+100b5
; ‘ 126 =6xy a=_1 =

' )B)#3H, = 2NH,

*'z = 2Hl
+0, = 250,
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ctDNA dynamics predict benefit from consolidation immunotherapy

_— Post-CRT
Diagnosis Chemoradiation —*  CIDNA r ~N
Tumor | No e CADNA never detected post-ix
ICI cohort c i iDNA ovor dotocted post-tx
fn=31) Immunotherapy 100 100
E g 80 & ; 80
{ gv
! : L P <0.001 vy P <0.001
ICl cohort 1 ) a4 40 b § 40
(n=28) o Uy 4
" Pre-consolidation ICI 8 3
Pretreatment —> CIDNA &« B 20 a 20
ctDNA
s l ; hs
0 6 12 18 24 30 38 0 6 12 18 24 30 3B
Early on-consolidation ICI Time from landmark (mo) Time from landmark (mo)
- CIDNA
D
b 210 e CT miaging ;
a P=0002 c . £ =t CONA :
- - a T~ P<0.0001 Early :In-‘consolldallon ICI ctDNA g 80 ]
. == Nof
Lres | a0t Pre-consolidation  Early on- 100 | Detected s ® P=001
LUP783 =-C—a Pretreatment ICl consolidation ICI
LUP462 - 00 . 100 4 m——— — — g 40
LUPBi4 g a 13 4 b
Lupsss - IOl Owell . £
LUP787 | CEB=E OO0 e Eee e Fe—————— < § g
LUPBE3 =0 s — & ok 3 H
simgd E— -3 & 50 0 6 12 18 24 30 36 42 48 H
E weeis | w00 - gHT dation IC! g w Time from landmark (mo)
S LUPBS. - (IO onsolidation m= No progression S
fume] Eoen DA delecec g sof = Mo progres B e
LUPB43 X -0 Ge0) ctDNA not detected & gl . .
Lpats | B = Scan: prograssion Chaudhuri AA et al. Cancer Discov, 2017
Lupeds 1 ERCH e 1 Scan: no progression P <0.0001 . ’
e ——— DnDD “nopreg 0 . J ! y \_ J
LUP839 -— IC
LUPB38 :::D L [ DD u 0 6 12 18 24
Q00O OO0 O-0—0——0—0 ime si i
ﬁ::g — P e ? o 9 | 5 = | a 0 Number at risk: Time since starting CRT (months)
0 6 12 18 24 Yes No Yes No Yes No Not detected 15 11 5 3 1
Time since starting CRT (months) CtDNA detection Detected 7 3 0 0 0
d Increasing: LUP840 Progression

a b No progression
Not detected: LUP838 No progression Not detected: LUP893 Grade 5 pneumonitis ‘ 9

¢ ey ey >

o 1,000 3 : "
v =} 1 - 60 c
. | A 1 1 = 23
< : | 1 - w £ - 100 (] S __ 100 1 L o
2 1000 mmm - — = ConsolidationCI 1 [ gg ot £ 1000 IConsolidation ICII 2 § s el iﬁ 32
£ 100 | | I 15085 £~ 100 | [ Bg 85 10 - g
L eeowa (G2 B T 84 o023
°©Q " 1 |20 §§ <‘_2 ] —o= CtDNA 32 a 1 RECIST SLD -10 < g
gv . 1 r1038 2 - RECISTSLD [ 20 38 N 1 2 3 4 5"
° ND - T O T = = (=0t 0 3 © ND - T O T 0 =1 X . X
0 2 4 6 8 10 12 14 16 0 1 2 3 Time since starting CRT (months)
Time since starting CRT (months) Time since starting CRT (months) |

¥ IRCCS "Giovanni Paolo 11" Moding EJ et al. Nature Cancer, 2020.
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ctDNA dynamics and treatment responses in chemotherapy-ineligible patients with
unresectable Stage Il NSCLC from the phase 2 DUART trial

ctDNA was assessed at pre-specified timepoints via a ctDNA clearance from baseline*
Primary endpoint: Incidence of grade 3/4 PRAEs* within 6 months of durvalumab initiation targeted methylation-based test (GRAIL)
Secondary endpoints: PFST, ORR, DoR (all investigator assessed; RECIST v1.1), OS', and safety c1 c2 " o7 = A0 p =G o2
Standard RT D
urva O O O r 1
(" AW conorta il v -
. . Sample Sample Sample
Patient Population Standard RT? collected  collected collected 601
* Unresectable Stage Il NSCLC
ag 60 Gy + 10% or =
* Ineligible for CT per investigator equivalent BED =
assessment ctDNA-evaluable population Cohort A Cohort B =
i n=93; 91% of ITT =47 =4 .
* RT alone as primary treatment Ll ) g
per local SoC Cohort B ot [ 1 <« [ c s [ E
= 2 1
+ No biomarker selection Palliative RT = c7
o1 I 40 M c» [ c:
+ ECOG PS 0-2 dediibaded | 4
\_ ) equivalent BED t « I o 24 I 7 20 o7
1
1 100 75 S0 25 0 100 75 S0 25 0 100 75 50 25 0
St udy enrolment n with available sample n with available sample n with available sample
(SD or better) ctDNA status was determined by GRAIL’s Research Use Only 0%
3 1
(RUO) tecmwloﬂy solution All patients Cohort A (standard RT) Cohort B (palliative RT)
6/34 624 213 010 421 6114
Both cohorts: C1 Cohort A (standard RT}: C1 Both cohorts: C7 CoRaEA (wluactird BT, T
— CtDNA pos ---ctDNA neg = CtDNA pos +++CtDNA neg
== ctDNA pos -+ ctDNA neg 1.004 — ctDNA pos -+ ctDNA neg 1004
Ly £ orsd i £ o074
5 3
(4 2 0504 AP i foninssessssensesseny Ll Z 0504
a 0754 3 H & o075 PIE CO o5 5
S £ 02 p=0017* S g 0259  p=002°
« HR (95% CI) = HR (95% CI)
g‘ o 0,004 284011669 | ¢ o 07 g‘ - 0004 52201052598 90
- -+ B bk et iR eeoE 0 3 6 9 12 15 1 21 24 2 ) 0 3 6 0 12 15 18 21 24
a Time from start of treatment (months) o Time from start of treatment (months)
2 : Number at risk 8 Number at risk
o 0.25 - : + ciDNApos 12 8 4 1 1 0 0 0 0 o 0.25 - { cDNApos 10 10 8 3 2 0 0 0 0
=0.11" ' CtDNA neg 3 29 19 1" 6 3 1 1 0 p = 0.0026" ¢ CIDNA neg 14 13 1" 7 5 2 0 0 0
HR (95% C1) =1.60 (0.89-2.86) ; HR (85% CI) = 4.43 (1.55-12.72) !
0001 8 los i o g 000 02 255 e
0 3 6 9 12 15 18 21 24 100 0 3 8 9 12 15 18 21 24 100
Time from start of treatment (months) g 075 Time from start of treatment (months) Q amdl L i T R A R e Ty e +
Number at risk 2 oA Number at risk ;_; osod —— .
CtDNA pos 32 22 15 9 3 2 2 2 2 3 CIDNA pos 18 18 15 7 3 0 0 0 0 2 {
§ 025 p=075" | 2 025 = 0.066° H
CIDNA neg 59 51 3 18 7 3 1 1 0 & HR (95% C1) CtDNA neg 26 25 21 18 7 4 2 2 2 R (95% Cf) = {
oo 1.13 (0. 51-2.49) 7476 000 345 (0 85-13 95) B84 255"
o 3 6 9 12 15 18 21 24 o 3 6 9 12 15 18 2 24
+ The proportion of patients with detectable ctDNA at C1 (35.2% T) was numerically higher after P, Time from start of treatment (months) + The proportion of patients with detectable ctDNA at C7 (40.9%!) was similar after palliative (40.0%T) vs i e, Time from start of treatment (months)
palliative (44 4% 1) vs standard (26.1% ') RT. dDNApos 20 14 1 8 2 2 2 2 2 standard (41.7%) RT CtDNApos 8 8 7 4 1 0 0 0 0
CIDNA neg 25 2 12 7 1 0 0 0 0 CIDNA neg 12 12 10 9 2 2 2 2 2
P . . " Filippi AR
¢ IRCCS "Giovanni Paolo I pp
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Differential diagnosis: pneumonitis vs progression

Results: Al model trained on imaging data identified symptomatic ILD/pneumonitis

Imaging variables Candidate variables* RFE plot ROC curve
/ 1.0 - 1097 e
5 0.9 1 £ 0.8 T
Variancet <0.01 o x
=] - o -
“ < °° U1 L] L g 0
-
£ RN | B [
©
ST HRNEIDE S 04- - 513
Correlation* >0.8 Q y
0.6 - = 024// gl Model (mean AUC (95% Cl) = 0.75 (0.68-0.82))
“ / Z [ 95% confidence interval
& "~ Random
0.5 T T T T T T T T 0.0 T T T T 1
RFE by fold$ 19 17 15 13 11 9 74 5 3 0.0 0.2 0.4 0.6 0.8 1.0
x =2 (based on RFE plof) Number of features selected False Positive Rate

Discriminative power: AUC (95% CI) = 0.75 (0.68-0.82)  PPVT(95% Cl) = 0.42 (0.34-0.51)  NPV1(95% CI) = 0.92 (0.89-0.95)

Variables included in the Al model after RFE Reticulation volume

Reticulation volume/TLC 1.44 1.34-1.53
Lung volume 0.73 0.68-0.78

Reticulation

*Full candidate variable list available in the supplemental slides.

ongress TAfter min-max normalization.
BARCELONA m *Spearman correlation or Cramer's V association was used as appropriate.
2024 SRegularized multivariable logistic regression model. ORs and Cls based on 10-repeat 5-fold cross validation; ORs >1 indicate positive association with symptomatic ILD/pneumonitis.

TUsing the threshold that maximized sensitivity and specificity (Youden index).
AUC, area under curve; Cl, confidence interval; NPV, negative predictive value; OR, odds ratio; PPV, positive predictive value; RFE, recursive feature elimination; ROC, receiver operating characteristic
AEN

i
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Algoritmo terapeutico
dello stadio lli

PET/CT
EBUS/TBNA

Valutazione istologica del parametro N

/[ Discussione TMD ]\
Resecabile RO Non Resecabile

PD-L1, EGFR, ALK...

Alcuni N2 (singola), e e e —————— e bulky),
alcuni T4 \3, alcuni T4

[ CT neoad;j. J unfit [ CRT seq J [ CRT conc }
. Y
[ Ridiscussione TMD > [ CRT £ CT induzione J grossi volumi
/ Giudicati non operabili RO o motivi
¢ clinici ¢
[ Chirurgia J [ Durvalumab (PD-L1 2 1%) J

2R
N

%&¥¢ IRCCS "Giovanni Paolo 11"
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The changing scenario in stage lll NSCLC

N2 SINGLE N2 MULTI

N2 BULKY" N2 INVASIVE

non-invasive) non-invasive)

NOT STAGE Il NOT STAGE Il POTENTIALLY
RESECTABLE UNCLEAR UNRESECTABLE UNRESECTABLE
DISEASE DISEASE RESECTABLE* -
T3 NOT STAGE il POTENTIALLY
. . . E RESECTABLE RESECTABLE UNRESECTABLE UNRESECTABLE UNRESECTABLE
size / satellite / 1) DISEASE RESECTABLE*
T4 RESECTABLE RESECTABLE RESECTABLE POTENTIALLY UNRESECTABLE UNRESECTABLE UNRESECTABLE
size [ satellite RESECTABLE*
T4 POTENTIALLY POTENTIALLY POTENTIALLY POTENTIALLY
a UNRESECTABLE UNRESECTABLE UNRESECTABLE
RESECTABLE? RESECTABLE? RESECTABLE? RESECTABLE*#
R Stage Il N2 single-station® Stage Ill N2 "‘U""Sfaﬁigg“ o
(n=45) (n=45) (n=45) (n=37) [n=24) (n=29)
Median EFS, mo NR 25.0 Median EFS, mo  NR 105 Median EFS, mo R 78
(95% C1) (21.4-NR) (12.5-NR) (95% Cl) (23.7-NR)  (6.0-NR) (95%.C) (18.2:48) (4.7-16.5)
M.“—w_ HR (95% CI) -‘L-.T_\\ﬂ HR (95% Ci) mu—-"]_h HR (95% Cl)
5 ' " s ; L PRI

EFS (%)

404

—— 0 - 80
NIVO ! 604 L_“_M
7 60+ —_— bD-‘ NIVO 3
|

204

6 12 18 24 30 % 0 6 12 18 24 30 36

0 6 12 18 24 30 36 0
Months from surgery Months from surgery

Months from surgery No. at risk

Dingemnas A, WCLC 2023.
Cascone T. ASCO, 2024
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Choosing the best treatment... choosing subgroups
PFS / EFS

N2 single N2 multi PD-L1 neg PD-L121%  PD-L11-49% PD-L1250%

PACIFIC HR .53 HR .59 - - - 10.7(.73)  17.8 (HR .46) - -
PACIFIC-R 23.7 19.2 - - - 15.6 22.4 - -
CM816 31.6 (HR .54) - - - - 26.4 (HR.87)  NR(HR .46) HR .58 HR .24
AEGEAN 25.8 (HR.60) 19.8 (HR .81) - 22.8 (HR.58) 12.2 (HR.78) 20.6 (HR .69) - 25.9 (HR.73) NR(HR.71)
CM77T 30.2 (HR .51) 30.2(HR.46) 30.2(HR.49) NR(HR.43) 29(HR.73) NR(HR.52) 30.2(HR.76) NR(HR.26)
IMpower010 32.3(.81) - 30.2 (HR .83) - - 37(HR.97) 353 (HR.66) 31.4(HR.87) 35.7 (HR.43)

LA

&2 IRCCS "Giovanni Paolo 1"
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Choosing the best treatment...

Neoadjuvant CT-IO =——>»  Surgery —> 10

N2b
cCRT > 10
Neoadjuvant CT-I0 =——>» Surgery —2> |0
N2b Neoadjv cCRT-IO =—>» Surgery =—2> 10

cCRT > 10

B , , .
RE2 IRCCS "Giovanni Paolo I
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2024 World Conference SEPTEMBER 7-10, 2024 HWCLC24

3 . on Lung Cancer SAN DIEGO, CA USA wclc2024.iaslc.org

Definitive Chemoradiation Followed by
Immunotherapy vs. Surgery
for cT4AN2MO NSCLC :

A Contemporary Nationwide Analysis.

Jorge Humberto Rodriguez-Quintero MD, MPH, Rajika Jindani MD, MPH, MS, Roger Zhu MD, Brian Cohen MD, Mohamed K. Kamel MD, Nandita Mahajan MD, Marc
Vimolratana MD, MS, Neel Chudgar MD, Brendon Stiles MD.

Montefiore / Einstein Comprehensive Cancer Center. Albert Einstein College of Medicine. Bronx, New York.

Montefiore Einstein NP comorenenive
Comprehensive Cancer Center Y r—

National Cancer Institute

Jorge Humberto Rodriguez-Quintero MD, MPH| Definitive Chemoradiation Followed by 10 vs. Surgery for cT4N2MO NSCLC.



THE SURGERY DILEMMA

Survival analysis: Surgery vs. CRT/10 in propensity-matched cohorts:

Probability of Survival

No at. Risk
Surgery
CRT/IO

AR
E

&2 IRCCS "Giovanni Paolo II"
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No. of Median OS (95%Cl),
Events/Total N Months
(%)
100 - .
Surgery 294/711 (58.6%) 54.41 (36.16 t0 44.72) Subgroup Analysis
CRT/IO 329/711 (53.7%) 40.44 (36.15 10 44.72) ] . .
T , Neoadjuvant/Perioperative vs. CRT/IO
80— ! S 73:1%  Hazard Ratio 0.808 85%CI (0.685 to 0.952), p-value 0.011
| L 100
! o, 60.9% =
- | ! e 54.8% 2  go-
60 TR N §
| = TSR B A 5 ]
| E | . 2 404
40 | | T N ... - 3
: : l , - 2 204
| ' : E 4 ;'7 % E a 0
20 0 12 24 36 48 60 72 84
0 I | I ] r T ] No. of Events/Total N (%) Median OS (95%Cl),
0 12 24 36 48 60 72 84 Months
Neoadjuvant 167/409 (40.8%) Not-reached
Months Hazard Ratio 0.70 95%Cl (0.58 to 0.85), p-value <0.001
711 612 471 342 243 127 40 4
711 622 406 139 13 3 2

Rodriguez Quintero JH. WCLC, 2024.
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Demographics of the study cohort and multivariable analysis for factors associated with surgical resection.

What we want to know...

Characteristics of patients who underwent surgery.

Procedure, N (%)
Surgery CRT/IO P-value Adjusted Odds Ratio Sub-lobar resection 103 (10.4%)
(N=990, 51.9%) (N=918, 48.1%) (95%C1) Lobectomy 875 (88.4%)
Age (Median, IQR) 65 (58 -71) 66 (60-72) <0.001 0.98 (0.97 to 0.99) Pneumonectomy 12 (1.2%)
Approach, N (%)
Race, N (%) Robaotic 46 (10.8%)
White 846 (85.5%) 747 (81.4%) 0.013 Ref. VATS 104 (24.4%)
Black 86 (8.7%) 118 (12.9%) 0.59 (0.42 to 0.82) Open 277 (64.9%)
Other 58 (5.9%) 53 (5.8%) 0.78 (0.51 to 1.20) of Sy therapy, N (%]
Charlson-Deyo Index, N (%) Neoadjuvant 584 (59.0%)
0 646 (65.3%) 519 (56.5%) <0.001 Ref. Adjuvant 382 (38.6%)
1 232 (23.4%) 254 (27.7%) 0.80 (0.63 to 1.00) Unknown 24 (2.4%)
2 75 (7.6%) 76 (8.3%) 0.96 (0.66 to 1.40) Sequence of Radiation therapy, N (%)
- e N 3or> 37 (3.7%) 69 (7.5%) 0.60 (0.38 to 0.94) Neoadjuvant 376 (38.0%)
ype of Facility, "
Community 60 (6.1%) 77 (8.4%) <0.001 Ref. Mo Ra di:td'::‘r’::\', ;‘; ::g:::
Comprehensive Community 294 (29.7%) 365 (39.8%) 0.98 (0.66 to 1.46) — .
Academic Program 234 (43.8%) 284 (30.9%) 1.59 (1.06 to 2.40) Margins status, N (%) ,
Integrated Network Program 202 (20.4%) 192 (20.9%) 129 (0.85 to 1.96) Negative 823 (83.1%)
Histology, N (%) Positive 121 (12.2%)
Adenocarcinoma 488 (49.3%) 351 (38.2%) <0.001 Ref. Indeterminate 46 (4.6%)
Squamous 419 (42.3%) 535 (58.3%) 0.60 (0.49 to 0.74)
Other 83 (8.4%) 32 (3.5%) 2.05 (1.27 t0 3.29) Length of stay (median, IQR) 5(3-7)
Tumor location, N (%)
Central 32 (3.2%) 64 (7.0%) <0.001 Ref. 30-day mortality , N (%) 14 {1.4%)
Right 561 (56.7%) 557 (60.7%) 3.17 (1.52 to 6.60)
Left 396 (40.0%) 293 (31.9%) 4.45 (2.10 to 9.40) 90-day mortality , N (%) 47 (4.7%)

N2....N2a? N2b?

* Selected variables in the model are presented based on clinical relevance.

Are these populations homogeneous?

* T4...they are not all the same...

e All patients in the CRT arm were unsresectable?

Rodriguez Quintero JH. WCLC, 2024.
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MDT-BRIDGE: Study Design

, ) ) Adjuvant/Consolidation
MDT Baseline Assessment Neoadjuvant Period A Neoadjuvant Period B Treatment
A

Study population >
 Resectable & borderline Durvalumab MDT Resectable " pyrya + CT >
. — =
resectable stage I1B — 111B2 1500 mg IV + decision/ Q3Wx 1-2 g Durvalumab 1500mg IV
NSCLC > IJEULVQ BNl —>  restaging/ cycles Q4W for 12 cycles
e ECOG PSO0-1 CT pathological | —
« EGFRwt / ALKwt (local test) Q3W for 2 cycles confirmation > £
e Pre-operation RT not allowed WY Unresectable @)

Primary completion date: April 2026

Pathologic and blood-based assessments

I O O

C1D1, prior to C2D1 End of C2, within 3—4 Within 7—-14 Within 4-5 C1D1 C3D1 C6D1 C10D1 End of
treatment weeks post C2D1 days prior to weeks post treatment
(tissue sample optional) surgery/CRT surgery/CRTS
Primary Key secondary
* Resection rate « RO, R1, and R2 resection rates - OS
* pCR « Safety
* EFS » CtDNA clearance

B . . Reck M et al. Clin Lung Cancer, 2024.
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The role of multidisciplinary tumor board at modern time

RO
N Molecular
(n2b, bulky, etc.) testin 4
Adj/Neo
Timing

95* ¢ IRCCS "Giovanni Paolo II"
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Rethinking an algorithm

e )
POLIY L S pacikFic
wt
Unresectable N2b
bulky, invasive EGFRm ——>  LAURA
Unoperable cCRT
ALK > cCRT / Trial
\_ J
<1% | =—
’ (
m_> T é{ L WT 1-49 | ——> Perioperative C-I10
SO0 nbni
EGFR, ALK, PD-L1 >50% |=—> Perioperative C-10

<‘\‘j. ) . "
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Concluding remarks

* PACIFIC is still the standard of care for unresectable LA-NSCLC without genomic alterations (EGFR/ALK...)
 LAURA will be soon the standard of care for unresectable LA-NSCLC with EGFR common activating mutations
 Adding 10 to |0 could lead to increased cure rate and survival

e Activating mutations other than EGFR need clinical trials

e Multidisciplinary tumor board is the key step in the journey of LA-NSCLC: resectability; N-involvement; staging;
molecular tests...

* Borderline-resectable is still a matter of debate: clinical trials are needed (eg. MDT-Bridge)

* ctDNA (MRD) monitoring, radiomics and Al will help clinicians in monitoring disease

&2 IRCCS "Giovanni Paolo 1"
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