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In the beginning was
chemotherapy

OFTHEAp

The breakthrough classic » =% =
that started it a




...... and chemotherapy was for alls
...and oncologists saw it was not good....

Pa
100 —— Cisplatin and paclitaxel
) ------ Cisplatin and gemcitabine
80 R ---- Cisplatin and docetaxel
;g \ ——— Carboplatin and paclitaxel
< 60- 5-yrs OS < 5%
©
i
c 40
-
w
20 -
0
0

Schiller et al, NEJM 2002






....different hystologies ....different responce

Survival Probability

Survival Probability

Adenocarcinoma

1.0

) Q5% I
0.9 - Median (95% CI)

CP 126 (10.7-13.6)

0.8 4 CG 10.9 (10.2-11.9)

0.7 CP vs CG Adjusted HR (95% CI)
0.84 (0.71-0.99)
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0.1

0.0

0 5 12 18 24 20
Survival Time (months)
Other NSCLC Histologies
1.0 +
0.9 | Median (95% CI)
CP 86 (6.8-102)

08 1 —— CG 9.2(8.1-1086)

0.7 4 CP vs CG Adjusted HR (95% CI)

06 4 1.08 (0.81-1.45)
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Large Cell Carcinoma

Median (95% CI)
CP 10.4 (8.6-14.1)
CG 6.7(55-9.0)
CPvs CG Adjusted HR (95% CI)
0.67 (0.48-0.96)

0.7 1

06
05
0.4

03 -
0.2 1
0.1 -

0.0

6 12 18 24 30

Survival Time (months)

Squamous Cell Carcinoma

Median (95% ClI)
CP 9.4(84-10.2)
CG 10.8(9.5-12.1)
CPvs CG Adjusted HR (95% ClI)
1.23 (1.00-1.51)

6 12 18 24 30

Survival Time (months)

Scagliotti et al, JCO 2008



..... the evolving view in NSCLC

1995 2007

- &

TUMOR MORPHOLOGY TUMOR HYSTOLOGY




the evolving view of NSCLC




....the next step

1995 2007 2009

= Adenocarcinoma
= Squamous

= Large-Cell

Other

| Pending

HER2 EML4-ALK

TUMOR MORPHOLOGY TUMOR HYSTOLOGY TUMOR GENOMIC



ONCOGENE ADDICTED NSCLC

Inconclusive

No Variants Detected 2%
*

ALK fusion
3%
KRAS G12C
12%
BRAF V600E
< 1%
= RET fusion
2%
NRG1 fusion
ERBB2 ex 20 ins
2%

&
No Actionable Variant
42%

1%

MET amp
1%

First-Line Setting

rabove rimelirie arrow)

Second-Line Setting

(below rimeline arrow)

FcrR
FEGFR
Pty s7681. -

exom 12
LS<SK L8s1Q,
GT19X EGFR
exom 20

BRAF ins
VEOOE

ERBBZ>
ROSI S HERZ




Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROST/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS 612C)

v v v ! v v v '

W A A A N A N
EGFR mutation ALK translocation Ros1 BRAF V600 RET translocation NTRK/HERZ/ MET ex14 KRAS G120
{refer to Figure 2) (refer to Figure 3) translocation mutaton EGFR ex20ins skipping mutation mutation

(refer to Figure 4) {refer to Figure 5)

[ L

Dabrafenib-

Pralsetinib [I1, A;

Alectinib (I, A; MCBS 4; Crizotinib (W, A;

Platinum-doublet Platinum-doublet ChT + Refer to ESMO
ChT £ ICI IV, B) IC1 v, B] CPG on not-
Capmatinib [IL, &

Osimertinib P——r-—y
(1, A; MCBS 4; ESCAT |-AJwes ESCAT |-A]*»= MCBS 3; ESCAT 1-B]* 0L, A; MCBS 2 MCBS 3; ESCAT |-C]*
Gefitinb Brigatinib 1, A; MCBS 4; |||  Entrectinib P, A; : » [} Selpercatinib i, A; : g8
0, B; MCBS 4; ESCAT AP ESCAT 1A : ST MoBS 3, ESCAT bbbl | mNSCLC™ L, A
Erfotinib Lorlatinib I, A; MCBS & Tepotinib (W, A; MCBS 3, k
ESCAT -8~ —

ESCAT 1A
Crizotinib [l, B; MCBS 4;
ESCAT |-AJe*
Coritinib [1, B; MCBS 4;
ESCAT |-~

1, B; MCBS 4; ESCAT |-A]*
Erfotinib-bevacizumab
I, B; MCBS 2; ESCAT |-A]*
Erlotinib-ramucirumab
I, B; MCBS 3; ESCAT |-A]*
Afatinib

[l B; MCBS 5; ESCAT |-A]!
Dacomitinib
(1, B; MCBS 3; ESCAT I-A]
Gefitinib-carboplatin-
pemetrexed [I, B

MCBS 3; ESCAT |-G~ : as MCBS 3; I -8~ h v
Larotrectinib I, A; (W, B; ESCAT II-B]* Mmm}:aé Tepotig;:[:rl, :.5;1088 3 m ;ll, B;
MCBS 3; ESCAT -C]*~ ' N - -
MCBS 2; ESCAT |-B] ESCAT 1B
Alternative: if ICI
monotherapy given
in first line: platinum-
doublet ChT [, A]




EGFR -EX 19 del/ EX 20 (T790M)/ EX21 (L858R)

FLAURA: OSIMERTINIB vs. SoC

Primary End-Point [PFS] Key Secondary End-point [OS]
ol '0‘\‘:\\\ g onf raton, O 0O M OAN 1, 0 64 | OOy
mmMmq 094 - . P 0084
g 0 w— Osimertind  185(152.214) 084 \\\\‘\\ X
— 02096 1119) i - \\\‘s-\\
i 0 HR 0.46 044 . N\
TR NS
: .} —
LTe 044
- j 034 Median Oversl Survival \Cem?:::'.;:iin
ps%Ch
i 02+ 021 Osmetiod \un: an
o1 Comparsior )18 (M40
T
0 T T T T T Y ——— —_——
0 ¢ ' u " " n u 17 0IGOI)H“II‘H“):J?M“HI‘”GJHMHH
- Tene Yom iandomantion meetha)
Osimertnd 179 b, v m M m m " » '] 0 ININ % A 0 M 117 4 ) IR i 18 M I MW Y 2 0
K m m w m ey " 2 " : . BT 2 M) B M Y N IR I I N e W n 8w : L]
0S: key secondary endpoint
* Final OS analysisplanned at approximately 318 deahs RamalingamS etal, ESM 02017
+  Stagsical sign. @ p<0.0495, (O'Brien-Feming) OheYet al, ESMO-ASIA2017
* Alpha (interim 0S) 0.0015 SoriaJCetal, NEM 2017
*  Ongoing pis: 61 pasents (22%) vath OSI vs. 13 pasents (5%) vath SoC RamalingamS et al, NEJM 2019




Adjuvant Osimertinib for mEGFR Resected NSCLC (ADAURA)

Disease-Free-Survival (Stage II-llIA) Overall Survival (Stage II-lIA)

5-yrs 0S: 85%

Modisn DFS, months [95% C1 1

104
Osimertinlh 6.8 154.4 1o NO) 0.9+
09 - Pacsbo 21916610 275 '] Osimertinib
» : HRISNCD 02300185000 E 084 :
' : : Maturity S1% 3 07-
2 0.7 : l osimanesb 32%, placabo T0% = . :
= [] - -
3 oe : I B 5.¥r Overall Survival !
P i ! i 3 05- (95% C1) .
.3 - i : z 044 percent ;
o 0.3 : | % 03 Osimertinib 85 (79-89) :
| I 2} -+ 0 Placebo 73 (66-75) ;
» | : 1 i Hazard ratio for death, 0.49 (95,03% ), 0.33-0.73) :
0y4 — :ﬂ:lﬂb : : ‘L 01' p-:ﬂml :
— e [ '
r T : 1 : T 1 I D: | ] T 1 T LI T T L ] 1 L 1 Ll 1
0 6 72 8 24 I 8 5 0 & n 0 6 12 18 ¥ 30 3% 4 44 4 & 6 n N H %N
Time Since Random Assignment (months) Months since Randomization
No. at nisk:
Osiimintinily m m e 2m 196 192 174 138 @ &5 1] 2 0 No. at Risl
Facabo m 91 14 1 106 #l M &l a i n 1 0 Qsimertinib 3 W W n4 Nl N4 08 205 200 170 LIS 69 B9 0
Macebo 37 1 2 211 00 202 1% 1& 171 1B M 88 B § 1 0

Herbst R et al, JCO 2023 Tsuboi M et al, NEJM 2023



EGFR EX 20 INSERTION

MOBOCERTINIB

Outcome PPP cohort(n = 114)  EXCLAIM cohort n = %)
AC-asessd confimed objctv espone
Paients, No. () (95 1] O80T W(5)(10-3]

Complete response ( 0

Partil response () U (25)

Stable disease" 57 (50) 49(51)

Notevaluable 12(11) 10(10)

Confirmeed disease conrol rate, No. (%) (95% 1) 89(78)(69-85]  73(76)(66-84]

mPFS : 7,3 mo

Zhou et al. JAMA Oncol.
Ramalingam Annals of Oncology (2022)

AMIVANTANAB

Response per RECIST
ORR, % (95% CI)®

Efficacy Population (n = 81)
40 (29 to 51)

CBR, % (95% CI)”

74 (63 to 83)
Best response, No. (%)

CR 34
PR 29 (36)
SD 39 (48)
FD 8 (10)
NE 2 (2)

mPFS, mo (95%Cl)

8.3 (6.5, 10.9)

mOS. mo (95%Cl 22.8 (14.6. NR

Park et al. JCO,



ALK TRANSLOCATION

ESMO Guidelines and Summary

ALECTINIB  BRIGATINIB LORLATINIB
[ALEX] [ALTA1L]  [CROWN]

PFSHR
mPFS* (ms)

2y-PFS (%)

F o prven ool wriated A MW 0 TWR -
S et oee N
Ml i e e e et cseaiats B L BT

Hendriks L ecal, Ann Oncol IN PRESS

mOS (ms) NR NR NR

4y-0S (%) 65.3 68 NR
Maturity (Events) 3% U% 18%

Grade 3-5 AEs (%)

Discontinuation

Mok T et al, Ann Oncol 2020
TiseoM et al, ELCC 2022
Solomon BJ et al, AACR 2022 and JCO 2022



ROS-1 REARRANGEMENT

CRIZOTINIB

PROFILE 1001 STUDY

EER
"3

SpOnY
Partial response
500!

£ =
2
2

60
Pr
£ [m)
£ w;
-
204
o
5 01 -_IIIIIII
2
-20
: o
© -4
&
2 60
§ o
5 -804
a
=100~ - ——

ORR 72%

Shaw A et al, Ann Oncol 2019

Complete res e

ogressive disease

| ENTRECTINIB

ALKA-372-001 STARTRK-1 STARTRK-2

25 |
-1 Best Overall Response I
B CRorPR B SD B PD M NE/ND

ORR 77%

-25
-50

-75
100

Dziadziuszko et al, J Clin Oncol 2021



BRAF Mutation [4-5%] : NTRK Fusion [2-3%] : HER2 Mutation [2-3%] :
Dabrafenib + Trametinib | Entrectinib & Larotrectinib | Trastuzumab Deruxtecan

7 NTRK# patients (n=54)
N
L o ORR (5% ) 514552108
, 10 I 0 ) §(167)
: 0 1 I o o o ) Ay - T-DXd 5.4 mgrkg (n =52)
3 l I 3 o Non PO, misng o uevaetle 10{185) §
i § o T T TN Rl P S b e PO o
I -0 H 3 ¥ Patmed adh b sl perimed »
=, ﬁ A= B0
E =30 25 Kl Y - e - E N
o
-0 5 44 g 60 J
2 4 »
& FE 0
50 L g "
=60 - g 20 J
PR 3
=N ,z (]
]
Jest Confimed Respan N . . 1
30 { | Dot Conlimed Rew - B Swome  INSCLC M MASC WBreast | Thyod [CRC [ Pancreatc ]
= I e e . ' o E 2
- F‘ Neuroendocrine tumours B Gynaecological [ Cholangiocarcinoma a
NE
e 40
=10 L Results per Blinded Independent Central Review (BICR) ] = 40
Subyect a &0
: 60
= )
ORR 57.4 e
10 * -F- -100
" THERRRRRRRRRRRRRRLRnt 95% Cl1 43.3-70.8 é atents
_10 o [ ] [ ]
=20
10
H All Patients Patients With CNS Metastases
& _u (N =20) In =10}
H INV IRC INV IRC
3 =50 Evaluable patients, No. 15 15 8 8
) - ORR, % (25% CI) 73 (4510 82) 87 (60 to 98) B3 (25 to 91) 88 (47 to 100)
= x Best response, No. (%)
. ;’ CR 1M 2(13) [} 0
=10 o ig 1 gg 10(67) 11(13) 5(63) 7(88)
wn B 3(20) 2(13) 2(25) 1(13)
$0 7 B a £ 304 PD 10 0 103) 3
= O e @ 207
w 4 01, 5, 3 4 5 e 71 8 9 W M 12 1B 1@ 15 PatientNe.
=100 L ‘n;’) :
Sy |[—‘E
£
= J
[=2 -
s
= -60-
ORR 64.0% S = ORR 57.7
- 0 £ 7 W With CNS metastases : . .
9 50/ CI 4 69 E 7777 B Without CNS metastases
£ J o
o @©
[ 6-69] s [95% Cl 43.2-71.3]

Planchard D et al, Lancet Oncol 2017 Goto K et al, ESMO 2022



RET REARRANGEMENT

Phase I-Il SELPERCATINIB: Phase I-Il PRALSETINIB:
NSCLC [105 pts] NSCLC [233 pts]

I Previous anti-PD-1or [ No previous anti-PD-lor  + Previous multitargeted

anti-PD-L1 therapy anti-PD-L1 therapy kinase inhibitor C: --------------------------------------- =
A AlTaeLesons ._::”"“”wnuuuuumﬂ”[,wwmlmm
40- H e ... | |
ORR 85 [95% CI 70-94 ] i
O b A R AR i R A R A B “ « g
i v o o ne
_ A e ORR70 A:

Maximum Change in Tumor Size (26)
1 l |

LR o L
| CRFsE
| B ORR 61% -
=30 |3 Other
-100 T T T T T T T T T T T T T T T T T T 1

Patients

Drilon, NEJM 2020 Gainor et al, Lancet Oncol 2021



MET EXON 14 SKIPPING MUTATION

| CAPMATINIB | | TEPOTINIB |
GEOMETRY NULTI-COHORT PHASE 1l STUDY VISION PHASE 1l STUDY
. o ) vl - G
100+ Previous Treatment . Treatment 01 Objective ResponseRate: %5 (5% C) 46 36-57) 8 (36-6) 0 (37-6)
b7 :
e )
2o :
o 3
§° 75 H
3 0
50 :
! 5 25 - L
:ll: EE 40
- -5 E
U 8 I Complete response
) -15- i £0-4 1 Partial response e
o I Stable disease
-100' . rogressive disease
Pt ] e

# Ongoing treatment

ORR 68% ORR 48-56%

Wolf J et al, NEJM 2020 Paik PK et al, NEJM 2020



RAS G12C MUTATION

Phase Il SOTORASIB:
NSCLC [124 pts]

Phase Il DIVARASIB:
NSCLC [60 pts]

Phase | ADAGRASIB:
NSCLC [116 pts]

Responses: I Progessivedisase 1 Staleisease M Pt response I Complee reponse

W Best Tumor Volume Change From Baseline 0
1 1) G Bt e - ’ _
1 mnr . B Prepecie chsomse ] Sublediueme ] Pl wpomse [ Coroite wigome & Corbived
0. () g <-
. () '] 0
00 - [ NE H g
H * I :' "
v 4l A B | S |
4 £ i’
0 0 ... & -
ve Il & -
WE o IO ? 4 I OO | ]
15 R 1 1 | i 4 :
: T ; |+
v E 20 1 - E E
S = ‘ : £ - 4
:% 4 | g A : A
P4 Ly ‘* ORR: 56.4%
01 ORR 37 % n ORR 42’9 wing NEREREPRIRRERIEIIRIIOIIIROREIREIII DRI ORRIIRRIIIORR}
_ Sotorasib 960 mg, Objective responsef: I o
Response assessed by central review N = 124* No. of patients 48
e Percent (95% Cl) 42.9 (33.5-52.6)
Confirmed objective response rate - % (95% CI) 37.1(28.6, 46.2)
Best overall response — no. (%)
Best overall response - n (%) Complete response 1(0.9)
Complete response 4(32) Partial response 47 (42.0)
Partial response 42(33.9) Stable disease 41 (36.6)
ﬁlabre d|§ea:§ ;; :::?; Progressive disease 6 (5.4)
rogressive disease s
Nt 2(16) . Not evaluable 17 (15.2)
Missing scan 2(16) Disease control
Disease control rate - % (95% CI) 80.6(72.6,87.2) Moo pacienss =
S Percent (95% Cl) 79.5 (70.8-86.5)
Kaplan-Meier estimate of response - % (95% Cl) . . R ) !
oo 90.5(76.7 - 96.3) Medllan duratlon.ofresponse. (95% Cl) — mo 8.5 (6.2-13.8)
AL 6 months 70.8 (54.3 - 82.2) Median progression-free survival (95% Cl) — mo 6.5 (4.7-8.4)
At 9 months 57.3(40.4-71.0) Median overall survival (95% Cl) — mof 12,6 (9.2-19.2)
Skoulidis F et al, NEJM 2021 Janne P et al, NEJM 2022 Sacher A et al, NEJM 2023



THE IMMUNOTHERAPY ERA

2009 2012

< 1%

1-49% 0
25.63% 56.54%

TUMOR GENOMIC TUMOR PDL-1 TESTING



EVOLUTION OF IMMUNOTHERAPY

Immgne c‘heckpoint Ll 2006| Chemotherapy with bevacizumab for non-squamous NSCLC (October)
[ Historical
[ Targeted therapy
[ 1CIs histology selection (any PD-L1) p p 3
B ICis PD-L1 selected (any histology) 2009| Platinum with pemetrexed for non-squamous NSCLC (July)
2010
| Crizotinib for ALK-positive NSCLC (August)”* 2011
2012
| Erlotinib for EGFR-positive NSCLC (May) 2013
2014
| Gefinitib for EGFR-positive NSCLC (March) 2015
| Crizotinib for ROS-positive NSCLC (March) 2016 | pembrolizumab for NSCLC with =50% NSCLC (October)
Ceritinib for ALK-positive NSCLC (July)¥ Sy S and oh o E ST T -
Dahrafenib and trametinib for BRAF-positive NSCLC (August) 2017 (sl?y);o R SR R S WIEH sy FLSLE SXpression
Alectinib for ALK-positive NSCLC (November)
Osimertinib for EGFR_positive NSCLC (April)$ Pembrolizumab and chemotherapy for squamous NSCLC with any PD-L1 expression
2018 (October)§
Larotrectinib for NTRK-positive NSCLC (November)q] Atezolizumab with chemotherapy and bevacizumab for non-squamous NSCLC (December)
Entrectinib for NTRK-positive NSCLC (August)q] o~ Pembrolizumab for NSCLC with =1% PD-L1 expression (April)
Entrectinib for ROS1-positive NSCLC (August) Atezolizumab and chemotherapy for non-squamous NSCLC (December)
Capmatinib for MET-positive NSCLC (May)1l Atezolizumab for NSCLC with =50% PD-L1 expression (May)||
Selpercatinib for RET-positive NSCL (May)ql 2020| Ipilimumab and nivolumab for NSCLC with 21% PD-L1 expression (May)
Brigatinib for ALK-positive NSCLC (May) Ipilimumab and nivolumab with chemotherapy (May)

N




Stage IV NSqNSCC, molecular lasis negative (EGFRALKROS1/BRAF/RET/MET/EGFR ax20ins/XRAS G12C,NTRKHERZP withoul contraindication for immunotherapy

- ‘

N
Qligometastatic [ ECOG PS and PD-L1 expression level ]
il v Il !
A4 N A N
Systemic [ PS 0-2 and ] [ PS 0-1 and any expression of PD-L1 ] [ PS2and ] PS 34
therapy & LRT PD-L1 =50% PD-L1 <50% regardless
[1l, B) T l T of PD-L1

Pembrolizumab-platinum-pemetraxed (4 cycles) followed by
pembrolizumab-pemstrexed [ 1, A; MCES 4]
Atezokzumab-carboplatin-nab-paciitaxel (4-6 cycles) followed by atezolizumab [|, A; MCES 3]
Atezolizumab—bevacizumab—carboplatin—paciitaxe| (4-6 cycles) followed by
atezolizumab-bevacizumah [I, A; MCBS 3¢
Nivolumab-ipilimumab + 2 cycles of platinum-doublet ChT followed by
nivolumab-ipiimumab [I, A; MCBS 4¢]
Camiplimab—platinum-doublet ChT (4 cycles) followed by
camiplimab + pemetrexad maintenance’ (I, A]
Durvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by
durvalumab-tremelimumab (tremelimumab one additional dose) + pemetrexed maintenance’

Disaase p\r/ rassion? [I, A; MCBS 4]
[00 Nivolumab=ipilimumab (only for PD-L1 =1%)' [1, A; MCBS 4¢] by -
‘ ! | [ 3

v Disease progression ]
PS34 [ Dissase progression } pl -
I

, ¢ ! ! !
Platinum-doublet ChT [1, A] (pemetrexed preferred) [___\/- ] V V

[, A; MCES 4°] followed by pemetrexed maintenance PS 34 [ PS 0-2¢ ] [ PS 34 ]

[\, A; MCES 47 if pemetrexed switch
maintenance [, 8] e

If 4 cycles of gemcRabine-cisplatin: gemcitabine
continuation maintenance [l, C)

Pembrolizumab
(I, A; MCBS &)
Alezolizumab
(also for ICs =10%)
(I, A; MCES 5

Platinum-doublet ChT
[carboplatin preferred:
|, A; pemetrexed
preferred: |1, A
Maintenance
pemetrexed if
improvement to PS 0-1
[MCBS 4¢
Single-agent ChT
[pemetrexed: |1,

B; gemcitabine,
vinoralbing or

Cemiplimab
I, A; MCES 4¢)
(for PS 2 for all drugs:
[1Il, B])

Pemetrexed ||, B)
Docetaxed [I, B)
Nintedanib—docetaxe! [I1, B]
Ramucirumab-docetaxel [I, B; MCBS 1°]
Re-challenge ICI [IIl, BJ#

Nivolumab [I, A; MCBS 5]
Atezolizumab (I, A; MCBS 5
Pembrolizumab (PD-L1 =1%) (I, A; MCBS 5¢]
Other options are the same as for second-line
treatment for PS 0-2 after ChT-Cl

Platinum-doublet ChT [1, A] (pemetrexed preferred)
(I, A; MCBS &)
Carboplatin-paclitaxei-bevacizumab followed
by bevacizumab maintenance (I, A° MCBS 2*] Or

v
platinum—pemetrexed-bevacizumab followed by
pemetraxed-bevacizumab maintenance [|, A] > BSC alone [I1l, A] <,
Re-challenpe ICI 11, B)

f




NON SMALL CELL LUNG CANCER NON ONCOGENE-ADDICTED PDL-1 > 50%

KN 024: Pembrolizumab IMpower 110: Atezolizumab EMPOWER-L1: Cemiplimab

104 = AtEZ0IZUMED
& b " == (hemotherapy m POMLY 250 J-year outomes
" | L 03 \ Pallents, » ~ Median 05, menths
o \\ Ptoirsd 14 WY g Sirafed HR =076 (95% Ct 054109} M “\ - B AL
R\ I X T U‘I. W% o
] - _ 0 os 360/ 3 rs | -.\‘\_ Cenvfbarery
;» \m b g N . T * @3y 0§ \ ™ WAL N CL 0G0, P
L 0 . | 1§
é " ' I \ M-\‘“*w
) " i 0}
¥ 04 L 1) \"N"H——O— YT
» 08 31.9% @5yrs i 0 '#gg* Elsjf_-:ff{ :\'{g?“;} - ?_’-,{'20 047 0S 38% @3yrs —
A; ' ﬂ B N " 5 ‘2 u “ “ 5 ‘,'z n.IIlTTIIlI‘IIII IIIIIIIIIIIIIIIIII u'n-[ l I]’I][]l ]I IIIIITIT]ITII
— PRARENUEDDLNBBNRNNDRNCUGODRHE o ) ) PG INNUBBARNEBARURNOQUEAND NS
LT & £ 2 o Time (mo) o
*-nq "I EEEEEE o «_ :‘_ . J AMEHENONSERT AN T4
KEYNOTE-024 IMpower-110 (Subgroup) EMPOWER-Lung 1
Median follow-up 60 months 31 months 37 months
Median PFS (mo) 1.7 (vs 5.5)- HR 0.50 8.2 (vs 5.0)- HR 0.59 8.1(vs5.3)-HR 0.51
TRAEs G3-5 27 (vs 53) 14 (vs 55) 18 (vs 39)

Reck M et al, J Clin Oncol 2021 Jassem J et al, J Thor Oncol 2022 Ozgiiroglu M et al, ESMO 2022




NON ONCOGENE ADDICTED NSCLC /PDL-1< 50%

Chemo-Pembro vs. Pembro in PD-L1 <50%: RCTs

KN 189:

PD-L11-49%

- HR 6-Year OS5 Rate, %
Non-Squamous 100 o Traatment Group No. (%  (95% Cli et
90 < Pambrolizumab + chamo 104 181.3) 0.e5 1WE(134w27.1)
80 Placeba + chemo 841931 (046to090) 7.7 (25ta 166
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Garassino M et al, JCO 2023; Novello S et al, JCO 2023



NSCLC NON ONCOGENE ADDICTED PDL-1< 50%

'‘Short’ Chemo + NIVO-IPI: 4-yrs OS according to PD-L1 and Histology
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Database lock: February 13, 2023; minimum/median follow-up for 05: 47,9/54.5 months.

95% Cls for NIVO + IP| + chemo and chema, respectively: <13,7-20.3 and 7.7-13.5; #16-30 and 8-20; *13.8-22.2 and 9.5-13.2; "1¢-27 and 11-22; *13.1-19,3 and 7.2-11.6; "3-28 and 5-16; '14.1-20.7 and 9,9-13.9; 3

Carbone D et al, ASCO 2023




UNRESECTABLE St. lll: Durvalumab Maintainance (RCT and RWD)

PACIFIC RCT: 5-yrs 0S

No. of Events/ Meodian 05
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Spiegel DR et al, J Clin Oncol 2022

REAL-PACIFIC: PFS

Full Analysls Set
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Girard N et al, J Thor Oncol 2023



Neoadjuvant RCTs with Anti-PD1/PD-L1: Early Data

CM 816: A Ph. 3, Open Label
- Median F.U. 41.4 mo. -
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Forde T et al, NEJM 2022, Girard N et al, ELCC 2023

NADIM-2: A Ph. 2R, Open Label

- Median F.U. 26.1 mo. -
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| R

Hazard ratio for dsease
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204  recurrence, or death, 047

(959 C1, 0.25-0.88)

Chematherapy alone

Percentage of Patients
s 5
A A

104
c T LI Ll L LJ LJ
0 5 10 1% 20 2% 30
Months since Randomization
No. at Risk
Nivolumab plus 57 36 i3 L)) 5l 25 11
chemotherapy
Chemotherapy 29 27 20 15 14 9 7
ilone
Provencio M et al, NEJM 2023

KN 671: A Ph. 3, Placebo-controlled Study
- Median F.U 25.2 mo. -
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Wakalee H et al, ASCO 2023 & NEJM 2023

AEGEAN: A Ph. 3, Placebo-controlled Study
- Median F.U 11.7 mo. -
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UNMET NEEDS

NEW COMBINATION THERAPIES
RESISTANCE MECHANISMS
MANAGEMENT OF TOXIC EFFECTS
CORRECT SEQUENCES

MORE TARGET AND MORE TARGETED THERAPIES TO COM



WHERE WE ARE NOW

o _ . Data Median OS Estimated
Addiction Biomarker Current Options SR o] OS @5 yrs
Alectinib Phase 3
R ALK Brigatinib Phase 3
. . . Phase 1b
YES | ROS7+ gg;‘;gg”f;b Pooled
Ph.1b
YES EGFR+ Osimertinib Phase 3 35-40%
YES | BRAF+ Dabrafenib + Phase 2 18-20 mo.
Trametinib
PEMBRO Phase 3
NO PD-L1 >50% Atezolizumab Phase 3 30-35%
Cemiplimab Phase 3
° 4 Chemo + PEMBRO Phase 3
NO | PD-L11-49% | 5 chemo + NIVO-IPI | Phase 3
° 4 Chemo + PEMBRO Phase 3
S| FD-LT <7% 2 Chemo + NIVO-IPI | Phase 3




EVOLUTION OF MODERN RADIOTHERAPY

IMRT, SBRT
2D-RT 3D-RT 4D-RT
Particle Therapy

{ f + >
1890 1990 Eﬂﬂﬂ

MNormal Ti a Normal Tissue
& el Mormal Tissue

Modern radiotherapy is characterized by minimizing
the volume of normal tissue being unnecessarily irradiated




WIND OF CHANGE




MANAGEMENT OF CNS DISEASE
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Clinical Practice Guideline

Radiation Therapy for Brain Metastases: .
An ASTRO Clinical Practice Guideline

Vinai Gondi, MD,”** Glenn Bauman, MD,” Lisa Bradfield, BA,*

Stuart H. Burri, MD,“ Alvin R. Cabrera, MD,* Danielle A. Cunningham, MD,"
Bree R. Eaton, MD,” Jona A. Hattangadi—Gluth, MD," Michelle M. Kim, MD,’
Rupesh Kotecha, MD,’ Lianne Kraemer," Jing Li, MD, PhD,’

Seema Nagpal, MD,”™ Chad G. Rusthoven, MD," John H. Suh, MD,”
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OLIGOMETASTATIC DISEASE

Oligopersistent disease

treatment
De nove synchronous ) i
oligometastastic disease - :
- L]
-7} .
|
De novo metachronous time Oligoprogression
oligometastastic disease
treatrment per I:I'-I_‘.?'I Lt 4
" .-

time time
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I) Check for updates

© Stereotactic Ablative Radiotherapy for the
< Comprehensive Treatment of Oligometastatic

Cancers: Long-Term Results of the SABR-COMET
Phase Il Randomized Trial

David A. Palma, MD, PhD'; Robert Olson, MD, MSc?; Stephen Harrow, MBChB, PhD*; Stewart Gaede, PhD';

Alexander V. Louie, MD, PhD* Cornelis Haasbeek, MD, PhD®; Liam Mulroy, MD®; Michael Lock, MD*; George B. Rodrigues, MD, PhD":
Brian P. Yaremko, MD, FEng‘; Devin Schellenberg, MD’; Belal Ahmad, MD'; Sashendra Senthi, MD, PhD® Anand Swaminath, MD®;
Neil Kopek, MD'®; Mitchell Liu, MD''; Karen Moore, MSc?; Suzanne Currie, MSc?; Roel Schiijper, MD?; Glenn S. Bauman, MD';

- Joanna Laba, MD*; X. Melody Qu, MD, MPH'; Andrew Wamer, MSc'; and Suresh Senan, MBBS, PhD*
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Research

JAMA Oncology | Original Investigation

Consolidative Radiotherapy for Limited Metastatic
Non-Small-Cell Lung Cancer
A Phase 2 Randomized Clinical Tria

Puneeth Iyengar, MD, PhD; Zabi Wardak, MD; David E. Gerber, MD; Vasu Tumati, MD; Chul An, PhD:;
Randall S. Hughes, MD; Jonathan E. Dowell, MD; Naga Cheedella, MD: Lucien Nedzi, MD;
Kenneth D. Westover, MD, PhD; Suprabha Pulipparacharuvil, PhD; Hak Choy, MD; Robert D. Timmerman, MD



JNCI: Jounal of the National Cancer Institute, 2023, 115(6), 742-748

https://doi.org/10.1093/jnd/djac015
Advance Access Publication Date: 30 January 2022

OXFORD Article

Randomized Trial of First-Line Tyrosine Kinase Inhibitor
With or Without Radiotherapy for Synchronous
Oligometastatic EGFR-Mutated Non-Small Cell Lung
Cancer

Xiao-Shan Wang, MD,'** Yi-Feng Bai, MD, ** Vivek Verma, MD,’ Rui-Lian Yu, MD," Wei Tian, MS," Rui Ao, MD,' Ying Deng, MD,"
Xue-Qiang Zhu, MD," Hao Liu, MD," Hai-Xia Pan, MD," Lan Yang, MD," Han-Song Bai, MD,’ Xing Luo, MD;’ Yan Guo, MS,”
Ming-Xiu Zhou, MD,” Yue-Mei Sun, MD,* Zi-Can Zhang, MD,* Si-Min Li, MD,** Xue Cheng, MD,’ Bang-Xian Tan, MD,®

Liang-Fu Han, MD,” Ying-Yi Liu, MD,” Kai Zhang, MD,” Fan-Xin Zeng, PD,” Lin Jia, MD,"" Xin-Bao Hao, MD,"

You-Yu Wang, MD, Gang Feng, MD," Ke Xie, MD," You Lu, MD," Ming Zeng, MD, PhD**



Oligometastatic EGFR+ Disease: Room for STRT?

Phase lll (Asian); Oligomestatic (no more than 5 organs, no more than 2
lesion/organ); GEF/ERL or ICO; SBRT: 25-40 Gy/5frz; Primary: PFS

1004
PFS ™ 0S
® 807 % 80+
HR 0.618(95%CI 0.394-0.969) 60- HR 0.682(95%C1 0.456-1.001)
§ . \ : \ P<0.001
* Tklonly “ TKlonly
201~ TKWSBRT \.L' ™ o TkwsBRT
------ c ¥ ¥ J A L
¢! 10 20 2 0 10 20 3 40 5
Number at risk PFS(months) Number at risk 0S{months)
TKlonly 65 52 10 0 TKionly 65 58 19 3 0 0
TKHSBRT 68 61 35 3 TKHSBRT 68 65 47 19 0 0

* Independentat Multivanate (PFS): ECOG; Numberof Met. Sites (cut-off: 3); SBRT
* Inpependentat Multivanate (0S): ECOG, Numbers of Met. Sites; T-stage; SBRT;

Mutation Type (HR 0.09!!!) Wang XSetal, ASCO 2020
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OA12.04: Nivolumab After Stereotactic Ablative Radiotherapy for Early-Stage Non-
Small Cell Lung Cancer: Randomized |I-SABR Trial - Chang JY, et al

« Study objective

- To evaluate the efficacy and safety of adding nivolumab to SABR in patients with node-negative NSCLC in
the phase 2 I-SABR study

Nivolumab 480 mg g4w (for 12 weeks)" +

Key patient inclusion criteria

« Stage IA-IB (tumor size <4 cm), lIA
(<5 cm), lIB (>5 and <7 cm), NOMO

NSCLC including multiple primary Stratification
tumors « ECOGPS (0-1vs.2)

* Tumor size (<3 vs 3.1-5vs. 5.1-7 cm)
* Histology (squamous vs. nonsquamous)
* Lung cancer history (stage | vs. recurrence)

SABR 50 Gy in 4 fx or 70 Gy in 10 fx
(n=78)

* No prior therapy

« Unresectable tumors or
unwillingness to undergo surgery

« ECOGPS 0-2 SABR 50 Gy in4 fx or 70 Gy in 10 fx
(n=156) (=T76)

Primary endpoint Secondary endpoints

* 4-year EFS * OS, safety

*Administered on same day or 36 hours after 1% fx. Chang JY, et al. J Thorac Oncol 2023;18(suppl 9):Abstr OA12.04 45




OA12.04: Nivolumab After Stereotactic Ablative Radiotherapy for Early-Stage Non-
Small Cell Lung Cancer: Randomized I-SABR Trial - Chang JY, et al

« Key results . i
y Por protcel Event-free survival -

I-SABR SABR I-SABR SABR

(n=66) (n=T5) (n=T5) (n=T5)
Events, n 1" 30 Events, n 14 30
10 HR (95%Cl); p-value* 0.38 (0.19, 0.75); 0.0056 1()= HR (95%Cl); p-value* 0.42(0.22, 0.80); 0.0080
11%
0.8+ -
g g
g 06- 53% B 06
Ne] 0
o 0
Q Q
o 04" o 04-
W L
| W
0.2+ 0.2+
0 P=0.0039 (log-rank) 04 P=0.0062 (log-rank)
| | | || || | || 1 1 | 1 |

I | 1 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48

Time from randomization, months Time from randomization, months
No. at risk (events)
— |-SABR 66 (0) 54 (4) 38 (4) 18 (3) 7(0) 75(0) 62 (5) 43(6) 22 (3)
— SABR 75(0) 59 (11) 34 (14) 22 (4) 11(1)  75(0) 59 (11) 34 (14) 22 (4)

*Cox model. Chang JY, et al. J Thorac Oncol 2023;18(suppl 9)-Abstr OA12.04 44
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Stage IV NSqNSCC, molecular lasts negative (EGFRALK/ROS1/BRAF/RET/MET/EGFR ax20ins/XRAS G12C/NTRA/HERZ* without contraindication for immunotherapy

‘

N
[ ECOG PS and PD-L1 expression level ]

! + v v

N N N N
Systemic [ PS 0-2 and ] [ PS 0-1 and any expression of PD-L1 ] [ PS 2 and ] PS 34
therapy & LRT PO-L1 =50% PD-L1 <50% regardless
(Il, B] e < T of PD-L1

Pembrolizumab-platinum-pemetrexed (4 cycles) followed by
pembrolizumab-pemetrexad [, A; MCES 4'|
Atezolzumab-carboplatin-nab-paclitaxel (4-6 cycles) followed by atezolizumab [I, A; MCBS 3]
Atezolzumab-bevacizumab—carboplatin—paciitaxel (4-6 cycles) followed by
atezolizumab-bevacizumab ||, A; MCES 3¢
Nivolumab-ipilimumab + 2 cycles of platinum-doubilet ChT followed by
nivolumab-ipimumab [I, A; MCBS 4¢
Cemiplimab-platinum-doublet ChT (4 cycles) followed by
cemiplimab + pametrexad maintenance’ [, A)
Dunvalumab-tremelimumab-platinum-doublet ChT (4 cycles) followed by
durvalumab-tremelimumab (tremefimumab one additional dose) + pemetrexed maintenance’
[I,A; MCBS 4
Nivolumab-ipilimumab (only for PD-L1 =1%)' [I, A; MCBS 4¢']

l 1 !
2V
P$3-4 [ Dissasa progression? } [
|
. ¢ ) |
Platinum-doublet ChT [, A] (pemetrexed preferred) N/
[11, A; MCES 4] followed by pemetrexed maintenance | PS 3-4 I [ B 0-2¢
[I, A; MCBS &) if pemetrexed switch
maintenance (|, E) Jv

If 4 cycles of gemcRabine-cisplatin: gemcitabing
continuation maintenance |1, C)

Pembrolizumab
(I, A; MCBS 5¢]
Alezolizumab
(also for ICs =10%)
[I, A; MCBS 5]

Platinum-doublet ChT
[carboplatin preferred:
|, A; pemetrexed
preferred: I, A)
Maintenance
pemetrexed if
improvement to PS 0-1
[MCBS 4]
Single-agent ChT
[pemetrexed: |1,

B; gemcitabine,
vinoralbine or
docstaxel; |, B]

Cemiplimab
[I, A; MCBS 4]
(for PS 2 for all drugs:
[, B])

[ Dissasa nroqressuon‘

Disease progtssslon

)
!
) (i)

Nivolumab [I, A; MCBS 5¢]
Atezolizumab [I, A; MCBS 5]
Pembrolizumab (PD-L1 =1%) [I, A; MCBS 5°]
Other options are the same as for second-line
treatment for PS 0-2 after ChT-Clv

Pemetrexed [I, B)
Docetaxe [1, B)
Nintedanib—docetaxel [I1, B]

Platinum-doublet ChT [1, A] (pemetrexad preferred)
(1, A; MCBS #
Carboplatin-paclitaxsi-bevacizumab followed
by bevacizumab maintenance [I, A; MCES 2'] Or
platinum—pemetrexed-bevacizumab followed by
pemetrexed-bevacizumab maintenance [I, A
Re-challenge ICI [Ill, B]

Ramucirumab—docetaxel [I, B; MCBS 1¢]
Re-challenge ICI [IlI, BJ?

v
'Y BSC alone (111, A) 1

*
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DON’T STOP WORK TOGETHER
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